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1610. Biological Factors Affecting Family Size 
F. A. E. Crew. British Journal of Social Medicine 
[Brit. J. soc. Med.] 3, 1-9, Jan., 1949. 51 refs. 


Attention has been drawn to the socio-economic 


_ causes of deliberately restrained fertility, thus limiting 


the size of families, but there has been a tendency to 
overlook certain limiting biological factors. Not less 
than 10% of all marriages remain fruitless, and a large 
number fail to produce more than one pregnancy. After 
a second pregnancy the powers of reproduction definitely 
decline. Diseases of the male and female genital tract 
are obvious causes of limitation, but it is not thought 
that extrauterine contraception affects fertility. It is 
also suggested that much of existing infertility is the 
expression of the action of psychological factors. 

It is suggested that in man there are fertility genes, 
as have been proved to exist in other forms of life. There 
are also genes which slay individuals possessing them 
before the reproductive phase of life is reached or finished, 
thus limiting the size of sibships or extinguishing them, 
as occurs in phenotypes of certain pedigrees. A limiting 
factor which is considered is the biological nature of the 
human female who is characteristically monotocous and 
behaves in accordance with her reproductive habits. 
This, and the fact that paternal and communal care are 
more highly developed in the human being, thus tending 
to reduce infant and child mortality, indicate that 
monotocia at least maintains, if not increases, population 
size. On the other hand, it is generally agreed that 
polytocia is hazardous not only to the offspring but also 
to the mother. The reproduction rate appears to have a 
direct influence on maternal and infant mortality and 
stillbirth rates, which would tend to decrease if there was 
adequate spacing between pregnancies. This is also true 
with regard to parity and maternal age, and it seems 
either that the effects of reproduction are cumulative, or 
clse that the reproductive efficiency of the human female 
deteriorates. It is shown that the first pregnancy is 
more hazardous than the second (which is the least 
risky of all) for both mother and child, and an investiga- 
tion should be planned to discover whether this can be 
overcome. 

It is suggested that the human female is not built for 
the efficient production of more than 4 children, and 


_popular opinion tends to support this view. In order 


to maintain the population at its present level the 
average family size should be about 2-5, which means 
that a large number of families would have to consist of 
4or 5 children. It would therefore seem that a mother 
should produce 3 children while she is still young, and 


‘ 


that those parents whose offspring are above the average 
in health should be encouraged to produce additional 
children. If large families are to be discouraged, not 
less than 50% of parents having families of one, two, or 
three offspring would have to produce an additional child 
in order to maintain the total population size. ; 

A. Trevor Jones 


1611. Octa-Klor, Gammexane and Toxaphene Against 
Flies Resistant to DDT. (Octa-klor, gammaesano e 
toxaphene usati contro le mosche DDT resistenti) 

E. Mosna._ Rivista di Parassitologia (Riv. Parassit.| 10, 
31-51, March, 1949. 15 figs. 


This paper describes field trials of ‘* octa-klor” 
(refined chlordane ’’), “‘ gammexane (benzene hexa- 
chloride), and ‘“‘toxaphene”’ (camphine chlorate), 
carried out in urban and rural areas of the province of 
Latina in the Roman Campagna to determine their 
effectiveness as insecticides against DDT-resistant 
houseflies. 

Octa-klor is a viscous liquid insoluble in water but 
soluble in ordinary organic solvents, including kerosene. 
Spraying was limited to the walls of animal sheds, 
kitchens, dairies, and public refreshment places, bedrooms 
being left untreated in most cases, although no toxic 
effects from this chemical had been seen in laboratory 
or factory staff and there were only a few cases of 
transient irritation of mucous membranes amongst the 
field staff. The restless nature of houseflies, however, 
ensured a constant interchange of insects between treated 
and untreated rooms. The spraying was mostly carried 
out with 2 solution of 5°% of octa-klor in kerosene which 
already contained 5% of DDT for the simultaneous 
control of anophelines, and was calculated to give a 
residual concentration of octa-klor' of 2 g. per sq. m., 
which preliminary trials had shown to be the optimum; 
in one of the 11 “ urban centres ’”’, however, a 2% and in 
another a 1% solution were used, giving 1 g. and 0-50 g. 
residual concentration per sq. m. respectively. For 
control of the results, searches were made weekly at a 
number of fixed stations—dairies, kitchens, butcher’s 
shops, etc.—and random sampling was carried out 
regularly in other premises. The trials were later 
extended to 25 scattered cottages in the rural area and to 
a number of hutted camps occupied by refugees. With 
the higher concentrations there was practically complete 
absence of~flies lasting for 15 weeks after treatment and 
it is concluded that one spraying applied in May should 
keep both urban and rural areas free from infestation 
during the whole housefly season. With residual con- 
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centrations of 1 g. and 0-50 g. per sq. m., the correspond- 
ing duration of control was 10 and 7 weeks respectively. 
Gammexane L.G.140 and P.530 were sprayed in 
concentrations calculated to give 0-50 g., and gammexane 
L.G.110 to give 0-30 g. residual concentration per sq. m. 
in the kitchens and animal sheds of 10 scattered cottages. 
Effective control lasted for 12 and 10 weeks respectively 
so that one single treatment would not protect through- 
out the season. However, immediate effect was better 
than with octa-klor. Toxaphene was sprayed as a 5% 
solution in kerosene, which gave a residual concentration 
of 2 g. per sq. m., in 60 scattered cottages of the rural 
area around the town of Latina. Insecticidal action 
lasted 3 weeks only, and this agent is therefore not 
considered suitable for the control of DDT-resistant 
houseflies. J. Cauchi 


1612. A Comparative Study of Reactions Following 
Inoculation with Red Cell Elution and Sharples Centrifuged 
Influenza Vaccines 

J. F. Sapusk, P. C. Bassett, and J. S. MEDDAUGH. 
American Journal of Hygiene [|Amer. J. Hyg. 49, 148-165, 
March, 1949. 11 refs. 


The increasing use of influenza vaccine has created 
interest in the incidence and the severity of reactions after 
incculation. In industrial populations the absenteeism 
due to such reactions must be balanced against the 
- beneficial results expected during an epidemic of influenza. 

A total of 4,127 members of a predominantly clerical 
industrial population were inoculated subcutaneously 
with 1 ml. of either of two types of influenza vaccine 
containing the FM-1 strain. One vaccine was prepared 
by absorption on and elution from chicken erythrocytes; 
the second was a Sharples centrifuged vaccine. The virus 
content and potency of the two vaccines were essentially 
similar. Individuals with a previous history of severe 
hay-fever or asthma, eggor chicken sensitivity, or previous 
reaction with egg vaccine were regarded as potential 
reactors to influenza vaccine, and in most instances an 
intradermal test was performed with 0-1 ml. of a 1 in 10 
dilution of the eluate vaccine. Of 79 such individuals 
16 were rejected. In 13 cases the rejection was based on 
the presence of a positive skin test. Each employee 
inoculated was given a questionary to complete and 
return 5 days after inoculation. This form was coded so 
that transfer could readily be made to punch cards for 
final analysis; 85-7% of these forms were returned. 

Of the 4,127 individuals inoculated 890 received the 
eluate vaccine and 3,237 the Sharples centrifuged vaccine. 
An analysis of the type of reaction present after inoculation 
was based on the local reaction—pain, swelling, and 
redness, and the systemic reaction—fever, aching, chilli- 
ness, headache, nausea, and vomiting. Judgment of the 
severity of the reaction was based on absenteeism and 
confinement to bed. 

There was no significant difference between reaction 
rates or severity of reaction in the two groups. Of those 

receiving eluate vaccine 5-7% were confined to bed for 
‘ one day or more, compared with 4-6% of those receiving 
centrifuged vaccine. Only a small minority of each 
group was confined to bed for more than one day. Sex 


differences were‘marked in both reaction rate and 
severity of reaction. The reaction rate in women was 
twice that in men, while the rate for severity of reaction 
was four times higher in women. There was also a 
significantly higher rate of reaction in the 15 to 24 age 
group than in subjects 25 years of age and over, in whom 
the reaction rate was constant. Again the difference 
was most marked in women. Previous inoculation with 
influenza vaccine did not predispose to reaction, 
Medication with acetylsalicylic acid after inoculation 
appeared to reduce the reaction rate in the group inocu- 
lated with the centrifuged vaccine, but this reduction 
was not observed in the group given the eluate vaccine 
or in those receiving acetylsalicylic acid, phenacetin, and 
caffeine. It is therefore considered that the reduction 
in reaction rate may be more apparent than real. 

The authors are of the opinion that reactions should 
not prove a deterrent to inoculation of industrial popula- 
tions, since the reactions are mild and the resultant 
degree of absenteeism is low. A. Sachs 


1613. Maternal Rubella and Congenital Defects. Data 
from National Health Insurance Records 

A. B. Hit and T. McL. Gattoway. Lancet (Lancet) 1, 
299-301, Feb. 19, 1949. 3 refs. 


The authors set out to assess accurately the frequency 
with which congenital abnormalities appear in the child 
when rubella or measles has occurred during pregnancy. 
With the help of several approved societies they traced 
employed insured women who presented a sickness 
certificate for one or other of these infections and who, 
within 12 months, applied for maternity benefit. During 
a period of 2 years 22 notifications were made of such 
cases, but 2 of these patients, in whom infection occurred 
2 and 3 months before conception, could not be traced. 
In 10 cases the details obtained by questioning of the 
mother suggested that the illness was rubella, and 
in 6 others measles was diagnosed. In the former group 
the illness was estimated to have occurred in the second 
month of pregnancy in 2 cases, second or third in 3 cases, 
third or fourth in 2 cases, at the sixth month in one case, 
at the eighth month in one case, and one month before 
conception in one case. 

In all, 17 children were examined, of whom only one 
presented an abnormality (patent interventricular 
septum). The mother of this child had rubella at the 
end of the first month of pregnancy. Examination of 
one child, whose mother insisted that the baby was 
normal, was refused; the 2 other children in the total 
series of 20 had died at 7 days and 5 weeks respectively 
and in both instances the cause of death was recorded as 
pneumonia. The mothers had had rubella at the sixth 
and at the second month respectively. 

_ The true frequency of the occurrence of congenital 
defects after infections in pregnancy can only be assessed 
by first observing the mother during the illness and later 
noting the condition of the infant, but, as the authors 
point out, the difficulties of such an inquiry are con- 
siderable and even in the space of 2 years very limited 
information has been obtained from records. In their 
view there should be compulsory notification. They 
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conclude that their method lends itself to investigations 
of this type, and suggest that there should be very little 
delay in carrying out an examination of the child, in case 
death supervenes. Subsequent visits would probably be 
necessary. T. Anderson 


1614. Results of Active Diphtheria Immunization with 


‘Reference to the Duration of Immunity. (Ergebnisse 


activer Diphtherieschutzimpfung im Hinblick auf die 
Dauer der Immunitat) 

G. PascHLAu. Zeitschrift fiir Hygiene und Infektions- 
krankheiten (Z. Hyg. InfektKr.] 129, 42-47, 1949. 8 figs., 
bibliography. 


A review of the relevant data recorded by non-German 
workers is supplemented by a survey of the anti-diphtheria 
campaigns in the pre-war Reich, where a steady rise in 
incidence of and mortality rate from diphtheria, despite 
the fact that many millions of children were immunized on 
a voluntary basis, occurred in the 1937 to 1941 period. 
To answer the question whether compulsory immuniza- 
tion reduces the incidence of and mortality from diph- 
theria, and to ascertain the minimum duration of the 
immunity evoked by active immunization, an analysis 
is given of the data obtained in the urban district of 
Géttingen and five adjacent rural sub-districts where, 
during five years, 15,598 children of pre-school and school 


. age were inoculated; in addition, the incidence of and 


mortality from diphtheria were noted among 1,973 
non-immunized children in the same area. Among the 
immunized children no deaths occurred, and 162 in- 
dividuals developed diphtheria (1%); there were 16 
deaths among the non-immunized children (0-81%) out 
of a total of 160 diphtheria cases (8°); the ratio of 
incidence among the immunized to that among the non- 
immunized was, during 1942, 1943, 1944, 1945, and 1946, 
1:38, 1:11, 1: 8-3, 1:10, and 1 : 8-7 respectively. 
Further analysis showed that active immunization pro- 
tected for at least 5 years 99% of children of all ages 
living in an environment where they were constantly 
exposed to the danger of diphtheria infection. 
H. P. Fox 


1615. The Significance of Nose to Throat Carrier Ratios 
in the Epidemiology of Hemolytic Streptococcal Infection 
M. HAMBURGER, H. M. Lemon, and R. F. PLATZER. 
American Journal of Hygiene [Amer. J. Hyg.] 49, 140-147, 
March, 1949. 15 refs. 


During 1944-5 and 1945-6 the authors determined the 
carrier rates of haemolytic streptococci in nose and 
throat among the personnel of four military training 
organizations, and studied their importance in the inci- 
dence of streptococcal infection. In two organizations 
nasal cultures were made from every soldier and a throat 
culture from each tenth man. These surveys were 
carried out every 2 to 3 weeks during the investigation. 
In the other two organizations only one survey was made, 
a nasal and a throat culture being obtained from every 
man. The attack rate was determined by dividing the 
number of individuals admitted to hospital for strepto- 
coccal infections from a unit during the 6 weeks of study 


by the average strength of the unit during the period. 
This figure was multiplied by 100 and expressed as a 
percentage. Cultures were grouped and typed by the 
method of Swift, Wilson, and Mansfield (J. exp. Med., 
1943, 78, 127). Only group A streptococci were included 
in the results. For the organizations in which more 
than one carrier survey was made the results of the 
survey showing the highest throat carrier rate were 
employed. 

It was found that the attack rates varied from 0-4 to 
31-0%, the nasal carrier rate from 0-13 to 40-0%, and the 
throat carrier rate from 4-7 to 52-0%. Inthe organization 
with the lowest attack rate (0-4°%) the ratio of nasal to 
throat carrier rates was also low (1 : 43-8), but in the 


organization with the highest attack rate (31°) the ratio 


of nasal to throat carrier rates reached 1 : 1-3.’ In four 
earlier investigations—three of which were carried out 
in England—it was found that the ratio of nasal to throat 
carriers varied from 1 : 9 to 1 : 155. 

These findings support the authors’ contention that 
the increase in incidence of nasal carriers during epidemic 
periods, which they have observed, indicates that nasal 
carriers are more likely to disseminate infection than 
throat carriers whose nasal cultures are negative. 

A. Sachs 


1616. BCG Vaccination of Indian Infants in Saskatche- 
wan 

R. G. FerGuson and A. B. Simes. Tubercle (Tubercle, . 
Lond.| 30, 5-11, Jan., 1949. 3 refs. 


The object of this study was to develop a practical 
programme for the control of tuberculosis with B.C.G. 
among Indians on the Canadian plains. This was 
carried out on the reserves constituting the Qu’Appelle 
Indian Health Unit, where there had been a rise in the 
general death rate in the years 1882-90, followed by a 
decline until 1927, when it was fluctuating around 8 per 
1,000. It was estimated that during this period of high 
death rate about two-thirds of the mortality was due to 
tuberculosis. The data as to food, housing, sanitation, 
living habits, and intercurrent epidemics were also in 
existence for this period at the time the present study was 
initiated. It began with the B.C.G. vaccination of in- 
fants in 1933. Families of comparable status were 
paired and one member of each pair was allotted at 
random to one of two groups. All children born into 
the families of Group A in one year were vaccinated, 
and all children born into the families of Group B in the 
same year were taken as controls. In the following years 
this situation was reversed, and so on throughout the 
study. All but 21 were vaccinated by the intracutaneous 
route. At first the dose used was 0-3 mg. of vaccine, 
but later it was reduced to 0-2 mg. This was continued 
until 1945, by which time the periods of observation 
ranged from 6 to 14 years, with an average of 6-58 years. 
During the whole of this time the children remained in 
their own family environment. The infection rate of 
tuberculosis in this Indian reservation was 68-7% at an 
average age of 9 years. At the end of the investigation 
the. findings were as follows. Among 306 vaccinated 
children there were 6 cases of tuberculosis (1:96%), of 
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which 2 were fatal; among 303 controls there were 29 
cases (9°5%), of which 9 ended in death. Comparing 
the incidence in vaccinated and unvaccinated, there- 
fore, the ratio was 1 case of tuberculosis in the former to 
4-85 in the latter, and of deaths from the disease | to 4-5. 
These results agree closely with those of Aronson and 
Palmer among American Indians aged 1 to 20 years, 
and with those of Baudouin among white infants in 
Montreal. The cause of death was verified by post- 
mortem examination in most of the cases, and the type 
of tuberculosis was found to be of a more generalized 
nature in the control than in the vaccinated group. 
S. Roodhouse Gloyne 


1617. The Mechanisms by which Mosquitoes and Tsetse- 
flies Obtain their Blood-meal, the Histology of the Lesions 
produced, and the Subsequent Reactions of the Mammalian 
Host; Together with some Observations on the Feeding of 
Chrysops and Cimex 

R. M. Gorpon and W. Crewe. Annals of Tropical 
Medjcine and Parasitology {Ann. trop. Med. Parasit.| 42, 
334-356, Dec., 1948. 25 figs., 42 refs. 


The importance of the mechanism by which the insect 
obtains its blood meal is stressed, as it throws light on 
the transmission of insect-borne disease and on the 
question of the primary development of parasites. For 
these reasons the experiments described by the authors 
were made. 

The area of skin on which Aédes aegypti fed, together 
with the underlying muscle, was removed one hour and 
24 hours after the bite. Study of serial sections showed 
that after one hour there were small haemorrhages in 
the corium, probably the result of pool feeding; 24 hours 
later distinct swelling and larger haemorrhages were seen 
at the site of the bite and there was a separation of 
collagen fibres. This swelling, which is not detectable 
by the naked eye, is termed the delayed reaction and is 
presumed to be similar to that which occurs in man. As 
A. aegypti has no agglutinin the erythrocytes were normal; 
A. maculipennis, however, secretes an agglutinin in its 
saliva and erythrocytes were therefore agglutinated in the 
haemorrhagic areas. 

Reactions to the bites of A. aegypti are immediate and 
delayed. The immediate reaction, a wheal surrounded 
by oedema, is caused by some constituent of the saliva. 
It is suggested that this reaction is due to sensitization, 
because an individual exposed regularly to bites does not 
react. Sensitized individuals become desensitized if 
repeatedly exposed, although there is a tendency to 
relapse. The sensitivity tends to be specific for each 
species. The reaction is believed to be due to histamine. 
Two sensitized individuals were given 150 mg. of 
“ benadryl ” daily for 3 days and on the second day they 
were exposed to bites. There was no appreciable 
reduction in the size of the reaction, but there was a 
marked reduction in the pruritus. Benadryl will reduce 
the general reaction due to injection of salivary antigen 
into a sensitized individual. 

The delayed reaction begins after a variable period, 
usually 24 hours, and is produced by a different substance 
in saliva. This substance, the authors suggest, is a slow- 


acting toxin and produces its effects after the first bite 
or two in a non-sensitized person. The lesion is papular 
and the reaction tends to disappear in individuals exposed 
either regularly or irregularly to bites. Histologically 
there is separation of collagen fibres, probably caused by 
increased capillary permeability. The “ immunity” to 
mosquito bites shown by natives in the tropics is due to 
the fact that from birth they are exposed to bites. 
Observations were also made on the feeding mechanism 
of tsetse flies. The species used were Glossina morsitans 
and G. palpalis. The flies were allowed to feed on an 
anaesthetized guinea-pig, the proboscis being cut off while 
the fly was feeding and fixed in celloidin ; the guinea-pig 
being killed and the block of tissue removed. The 
authors found that the proboscis is deeply inserted and 
then partly withdrawn. This process is repeated until 
a pool of blood forms, which is kept liquid by the anti- 
coagulant in the saliva and from which the tsetse then 
draws blood. In man non-sensitized individuals show 
no reaction to tsetse bites, but sensitization may occur 
after as few as five bites. On sensitized individuals a 
wheal surrounded by an area of erythema forms, with 
severe swelling of the adjacent area. Thus, in contrast 
to the mosquito, which normally obtains its blood by 
piercing a capillary, the tsetse normally adopts pool 
feeding. Pool feeding was also shown to occur with 
Chrysops and Cimex. It is thus clear that the majority 
of parasites are introduced by these insects into the tissues 
rather than into the circulation. J. F. O’ Rourke 


1618. Observations on the Effects of Various Sewage 
Treatment Processes upon Eggs of Taenia saginata 

W. L. Newton, H. J. BENNETT, and W. B. FIGGAT. 
American Journal of Hygiene [Amer. J. Hyg.] 49, 166-175, 
March, 1949. 12 refs. 


The incidence of bovine cysticercosis in cattle grazed 
on sewage farms led to investigation of the effectiveness 
of the standard sewage treatment processes for removal 
of ova of Taenia saginata. So far as possible the 
laboratory-scale experiments were designed to simulate 
the processes normally employed in large plants; faeces 
from a patient known to be harbouring 7. saginata were 
used as a source of ova. 

In the process of primary sedimentation 98% of the 
eggs contained in an 18-in. (4:5-cm.) column of raw 
sewage mixture were removed in 2 hours. Other settle- 
able solids were removed at a greater rate, and may, in 
practice, assist in carrying down the tapeworm ova. 
Sedimentation proceeded undisturbed during the experi- 
ment, but the normal upward flow of sewage particles 
experienced in full-scale plant would adversely affect 
the settling rate of ova. It is considered that with 
sedimentation periods of 2 hours and an overflow rate 
of 700 gallons per square foot (34,254 litres per square 
metre) per day the great majority of Taenia eggs in raw 
sewage would be removed, but that the number carried 
over would be sufficient to form a source of infection if 
the effluent were used for irrigation of grazing areas. 

To determine the effect of anaerobic and activated 
sludge digestion upon sedimented ova, large numbers 
were added to known quantities of sludge from a local 
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treatment plant and samples removed for examination 
at intervals. Evidence of decrease in viability was pro- 
vided by morphological change in the eggs. A large 
percentage Of Ova was destroyed in the processes, but 
some viable eggs were recovered after 5 to 6 months’ 
treatment, and it is concluded that the use of digested 
sludge as a fertilizer for grazing-grounds may prove a 
source of infection. Filtration through a sand column 


15 to 16 in. (37-5 to 40 cm.) high and composed of. 


particles of 0-5 mm. diameter proved effective in removing 
ova, and in only one of four tests were any ova recovered 
from the effluent. Passage of uncontaminated water 
through the used filters failed to wash out the contained 
ova. A gravel trickle filter bed proved ineffective for 


the removal of ova from contaminated effluent., Of the . 


ova contained in the influent 30 to 40% were recovered 
from the effluent from this plant model. 

It is concluded that the usual methods of sewage 
treatment, with the exception of sand filtration, cannot 
be relied upon to produce effluent free from viable ova 
of T. saginata. O. D. Standen 


1619. The Mortality from Cancer of the Skin and Lip in 
Certain Occupations 

M. ATKIN, J. FENNING, J. A. HEADY, E. L. KENNAWAY, 
and N. M. KENNAWAY. British Journal of Cancer (Brit. 
J. Cancer] 3, 1-15, March, 1949. 1 fig., 15 refs. 


1620. The Medical Conduct of a Brothel 
F. R. Betriey. British Journal of Venereal Diseases 
[Brit. J. vener. Dis.] 25, 56-66, June, 1949. 


INDUSTRIAL MEDICINE 


1621. Blood Changes in Luminizers Using Radioactive 
Material 

E. BROWNING. British Medical Journal [Brit. med. J.] 
1, 428-431, March 12, 1949. 5 figs., 6 refs. 


Luminous compounds for non-civilian use usually 
consist of zinc sulphide with the addition of 70 yg. of a 
radioactive substance (radium or mesothorium) per g. of 
compound, and the application of this compound to any 
surface is known as “luminizing”. Only a small 
amount is used dry, the greater part being converted into 
paint by the admixture of mucilages and solvents. 

During the recent war the British luminizing industry 
expanded rapidly and special measures of control and 
inspection were introduced to prevent any repetition of 
the tragedies which resulted from the use of radioactive 
compounds in the U.S.A. between 1917 and 1924, 
while all luminizers were followed up for some years 
after the end of the war. The present survey is based on 
the results of examination of the blood of luminizers 
during the time of their employment from 1940 onwards, 
and since leaving the industry up to January, 1949. 
Control examinations were performed on 100 girl shop 
assistants and typists of comparable age groups. [It is 
implied, but not stated, that the luminizers examined 
were girls.] The number of persons examined when 
working as luminizers varied from 353 in 1941 to 81 in 
1947 with a peak of 534 in 1945. The number of 
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examinations of “* ex-luminizers ’’ was 68 in 1945, 167 in 
1946, and 131 in 1947-8. 

The characteristic deviations from the normal blood 
picture shown by luminizers were: (1) a relative lympho- 
cytosis with a moderately high leucocyte count; (2) the 
presence in about 9% of cases of abnormal cells, includ- 
ing occasional Tiirk cells and premyelocytes and, most 
characteristic of all, large immature mononuclear cells 
which sometimes constituted 30 to 60% of all large 
mononuclear cells present. These immature mono- 
nuclear cells were of two types—a ‘ lymphoidocytic ”’ 
type, corresponding to the “young monocyte” of 
Tzanck, Dreyfus and Bessis (Sang, 1944, 16, 501), and a 
granular’’ type showing heavy granulation’ of the 
cytoplasm. Anaemia even of slight degree was 
infrequent. 

In the blood of “* ex-luminizers *’: (1) abnormal cells 
were absent (except in one girl suffering from endocrine 
dysfunction); (2) relative lymphocytosis was rare and of 
mild degree only; (3) leucocyte counts were low (5,000 
to 7,000 per c.mm.); and (4) erythrocyte counts and 
haemoglobin values were below the levels found during 
employment as luminizers. 

The potential exposure consisted of: (1) irradiation by 
alpha particles and beta and gamma rays; (2) inhalation 
of radon; (3) ingestion of luminous compound from 
contamination of the hands; and (4) inhalation of radio- 
active dust. Not more than 1 g. of luminous compound 
was mixed in a paint container at a time, which, with 
adequate spacing, screening, and exhaust ventilation, 
reduced external irradiation and inhalation of radon to a 
minimum. Ingestion was avoided because the risk was 
known; brushes and pens were prohibited, solid appli- 
cators were used, and adequate and frequent washing was 
enforced. Inhalation of radioactive dust was reduced by 
the frequent washing of benches and floors, but the 
presence of fine powder from small splashes of radio- 
active compound which had been allowed to dry was 
nevertheless “* not seldom ”’ detected by illumination with 
an ultra-violet lamp. The small amount of “ internal ” 
exposure caused by inhdlation of this dust is regarded by 
the author as responsible for such blood changes as did 
occur, the amount of radium so inhaled being insufficient 
in most cases to lead to a measurable deposition in 
the tissues. Repeated tests of luminizers in whom such 
deposition might have been suspected detected less than 
0-2 yg. in all except one woman who had worked as a 
luminizer for 25 years, and for at least part of that time in 
unregulated conditions. 

Absolute and progressive leucopenia with relative 
lymphocytosis, known to be the early sign of over- 
exposure to radioactivity, was conspicuously absent 
in all cases, whereas between 22 and 40% had abnormally 
high leucocyte counts. The suggestion therefore is 
made (based partly on the unpublished results of experi- 
ments on rats by Cordiner) that a transient hyperstimula- 
tion of the haematopoietic system occurs in luminizers 
exposed to subtolerance doses of radioactive materials, 
and is related to the reticulo-endothelial system rather 
than to the bone marrow, the radioactive material being 
deposited in the reticulo-endothelial system. 

T. A. Lloyd Davies 
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Anatomy and Cytology 


1622. Organoid Differentiation of the Fetal Lung. A 
Histologic Study of the Differentiation of Mammalian 
Fetal Lung in utero and in Transplants 

W. R. WappELL. Archives of Pathology [Arch. Path.] 
47, 227-247, March, 1949. 18 figs., 29 refs. 


Foetuses of rabbits, guinea-pigs, and mice were 
removed by hysterotomy under thiopentone anaesthesia. 
The lungs were divided and one piece of foetal lung was 
used as a control; others were transplanted into the 
anterior chamber of an adult guinea-pig eye. Best’s car- 
mine technique was used for staining. It was concluded 
that bronchial epithelium is derived from primitive 
mesenchyme and that its formation is associated with an 
intra-cytoplasmic accumulation of small droplets of 
glycogen, the appearance of which precedes structural 
differentiation. Similar changes accompany the meta- 
morphosis of the blood vessels from mesoderm. These 
changes are the dominant features of development during 
the first trimester. During the second and third tri- 
mesters alveolar differentiation is dominant. The lining 
cells of the tip of the terminal bronchi take on the 
appearance of epithelium. Later, most of these cells 
disintegrate, desquamate, or regress. 

The following observations were from 38 transplants 
removed 4 to 90 days later, taken originally from guinea- 
pig foetuses of 24 to 95 mm. crown-rump measurement. 
The incidence of successful transplants bore an inverse 
relation to the age of the donating foetus. Expanded 
alveoli were seen, containing only occasional flattened 
lining cells, so the author does not agree that in utero 
expansion of alveoli is related to the patency of the 
bronchial commissure and the aspiration of amniotic 
fluid. The type of epithelium varied and these changes 
sometimes seemed related to the adequacy of the blood 
supply of the transplant. Subcutaneous transplants into 
mice were used and results resembled those of the intra- 
ocular technique though more frequently bizarre. 


The author believes the entire lung to be derived from. 


totipotent tissue whose growth is directed by stimuli, 
and that his observations will help to rationalize the 
morphological classification of lung tumours and to 
explain congenital bronchiectasis. Peter Harvey 


1623. The Development and Connections of the Mes- 
encephalic Root of the Trigeminal Nerve in Man 

A. A. PEARSON. Journal of Comparative Neurology [J. 
comp. Neurol.] 90, 1-46, Feb., 1949. 31 figs., 42 refs. 


The development and connexions of the mesencephalic 
root of the fifth nerve were studied in foetal, neonatal, 
young, and adult human material, the investigation being 
undertaken in order to determine the connexions of this 
root in the adult. The neurones of the root develop in 
the outer part of the central grey matter of the alar plate 
of the mesencephalon. The root is one of the first 
tracts to appear in the pons and mesencephalon, but the 


earliest stages of development are difficult to follow. The 
pontine part receives fibres from both the peripheral 
sensory and motor components and from the superior 
sensory nucleus of the fifth nerve. 

In later stages the root can be traced from the pons in 
three directions: (a) to the mesencephalon; (5) to the 
cerebellum; (c) to the medulla. In the pons the root 
lies close to the lateral angle of the fourth ventricle, 
buried in the substance of the cerebellum. There is a 
direct connexion between this pontine portion and the 
cerebellum, by means of fibres closely associated with the 
vestibulo-cerebellar tract. Other fibres leave the mes- 


_encephalic root in the mesencephalon and follow a 


retrograde course to the cerebellum, where they mingle 
with the direct fibres. Many of these fibres arise from 
cells scattered along the course of the mesencephalic root. 
Many, but not all, of the fibres entering the cerebellum 
decussate in the anterior medullary velum and terminate 
in the dentate and emboliform nuclei. Other fibres, 
arising from cells of a type similar to those of the 
mesencephalic root and nucleus but situated in the cere- 
bellum itself, run in the opposite direction and terminate 
in the mesencephalon. Fibres leave the rostral end of 
the pre-facial part of the fasciculus solitarius and join 
this cerebellar part of the mesencephalic root. They are 
probably derived from the seventh, ninth, and tenth 
nerves, and must be distinguished from the direct 
trigemino-cerebellar fibres, which arise chiefly from the 
superior nucleus of the fifth nerve and join the ventral 
spino-cerebellar tract. 

The main root, containing many fibres arising from 


cells scattered along its course, extends rostrally on the - 


medial side of the brachium conjunctivum into the 


mesencephalon. Ventrally it is closely related to the - 


dorsal part of the third nucleus with which it is connected. 
Many of the fibres of the root lie dorsal to the aqueduct 
in the stratum fibrosum profundum and probably 
decussate in the commissures of the superior and inferior 
colliculi. Other fibres join the fourth nerve in the 
anterior medullary velum. 

The descending fibres probably constitute Probst’s 
tract and extend caudad to the level of the dorsal nucleus 
of the tenth nerve. They form the lateral longitudinal 
fasciculus and are joined by a few fibres from the nervus 
intermedius. The cells scattered along the course of the 
mesencephalic root, its branches and tributaries, resemble 
those of sensory type in the peripheral parts of other 
cranial nerves. They are probably neural crest cells 
enclosed at an early period within the neural tube. 
This fact, taken in conjunction with the connexions 
demonstrated in this paper, makes it likely that_ this 
system is concerned with the transmission of pro- 
prioceptive impulses from the muscles of mastication and 
external ocular muscles and of deep pressure sensation 
from the teeth and hard palate, and with the reflex 
control of movements of the face (Probst’s tract). 

H. Hughes 
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Physiology and Biochemistry 


1624. Intravenous Glucose Tolerance Tests in Aged 
Males 

L. E. SmirH and N. W. SHock. Journal of Gerontology 
[J. Gerontol.] 4, 27-33, Jan., 1949. 3 figs., 23 refs. 


The authors performed intravenous glucose tolerance 
tests on 68 patients of the Baltimore City Hospitals, 
Maryland, of whom 14 were 20 to 29 years of age, while 
the rest were over 50 years of age. All were ambulant 
and had taken an adequate balanced diet for at least 
2 weeks before the experiment. None had a history or 
physical signs of diabetes, glycosuria, chronic alcoholism, 
liver disease, cardiac decompensation, or any form of 
oedema. A fasting specimen of blood was obtained from 
the right femoral artery through a stylet needle which 
was left in situ, and 50 ml. of 50% glucose in distilled water 
was then injected slowly into one or other basilic vein 
over a period of 2 minutes; two specimens were taken 
at 5-minute intervals after injection, and thereafter one 
every 10 minutes for 2 hours. The final specimen was 
taken at 24 hours, and all samples were heparinized and 
stored on ice until the end of the experiment. Estima- 
tions of the blood sugar level were made in duplicate by 
Nelson’s modification of Somogyi’s method (J. biol. 
Chem., 1944, 153, 375), and the colour was read with a 
Coleman model 14 spectrophotometer at a wave-le 
of 5,200 A. 

Individual glucose tolerance curves were drawn and 
the time required for return of the blood sugar to fasting 
level was estimated in each case. Patients were divided 
into five 10-year age groups and the mean time for return 
to fasting level determined for each group and plotted 
on a graph together with the standard deviation of each 
distribution. Although there was no significant correla- 
tion between age and fasting blood sugar level, a pro- 
gressive diminution in tolerance was evident, and this 
became significant in the groups over the age of 70 years 
when compared with the 20 to 29 year group. In view of 


the many factors involved in carbohydrate metabolism, 


it is not yet possible to determine the precise mechanism 
of this phenomenon in elderly people. 
Morag L. Insley 


BLOOD 


1625. Determination of Circulating Red Blood Cell 
Volume with Radioactive Phosphorus 

R. T. Nrgset, B. PoRTER, W. V. TRAUTMAN, R. M. BELL, 
W. Parson, C. Lyons, and H. S. MAYERSON. American 
Journal of Physiology [Amer. J. Physiol.| 155, 226-231, 
Nov., 1948. 1 fig., 7 refs. 


A method is described of measuring the total cir- 
culating erythrocyte volume in man by estimating the 
dilution of erythrocytes reinjected into the subject after 
labelling with radioactive phosphorus (P*?). 


To 10 ml. of heparinized blood taken from the subject, 
50 microcuries of radioactive phosphorus (as H;PO,) 
are added and the mixture incubated at 37° C. for 2 hours, 
during which time approximately 40% of the phosphate 
is taken up by the erythrocytes. The blood is then 
centrifuged and the erythrocytes washed, suspended in 
saline, and reinjected into the subject. A sample of 
blood is taken 10 minutes later and its radioactivity 
and that of the injected blood are measured in order 
to determine the dilution of the injected labelled erythro- 
cytes. From haematocrit estimation of the erythrocyte 
concentration in the whole-blood sample the total volume 
of circulating erythrocytes may then be calculated. 
Repeated determinations can be made by applying a small 
correction for residual radioactivity in the subject’s 
blood, 75% of the radioactive phosphorus being excreted 
in 48 hours. Possible sources of error are discussed. 

R. A. Gregory 


1626. Comparison of Results of Measurement of Red 
Blood Cell Volume by Direct and Indirect Technics 

H. S. MAyerRsOoN, C. Lyons, W. PARSON, R. T. NIESET, 
and W. V. TRAUTMAN. American Journal of Physiology 
[Amer. J. Physiol.] 155, 232-238, Nov., 1948. 8 refs. 


‘The volume of circulating erythrocytes was estimated 
in healthy and in sick subjects by the technique described 
by the authors (see Abstract 1625 above) and that of the 
plasma by the dye-dilution method of Gregerson (J. Lab. 
clin. Med., 1944, 29, 1266). The total blood volume as 
calculated from the sum of these two agreed to within 
5% with the values obtained with each separately by 
the haematocrit method, provided that the haematocrit 
value was corrected for trapped plasma. 

R. A. Gregory 


1627. Effect of the Administration of Adrenalin on the 
Circulating Red Cell Volume 

W. Parson, H. S. Mayerson, C. Lyons, B. Porter, and 
W. V. TRAUTMAN. American Journal of Physiology 
[Amer. J. Physiol.] 155, 239-241, Nov., 1948. 1 fig., 
9 refs. 


A study was made of the effect on the circulating 
plasma and erythrocyte volume in man of the sub- 
cutaneous injection of 1 mg. of adrenaline, which is 
sufficient to produce both a definite increase in pulse- 
rate and a subjective reaction [the nature of which is not 
specified]. The methods used were those referred to 
in previous papers (see Abstracts 1625 and 1626): No 
significant changes occurred in plasma or erythrocyte 
volume, the findings of Kaltreiter et al. (J. clin. Invest., 
1942, 21, 339), and of Ross and Chapin (ibid., p. 640), 
that in man there are no reserves of blood or erythro- 
cytes which are subject to emergency mobilization, 
being thus confirmed. R. A. Gregory 
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392 , PHYSIOLOGY AND BIOCHEMISTRY 


1628. A Factor in Serum which Accelerates the Con- 
version of Prothrombin to Thrombin: I. Its Determination 
and Some Physiologic and Biochemical Properties 
A. De Vries, B..ALEXANDER, and R. GoLpsTeIn. Blood 
[Blood] 4, 247-258, March, 1949. 4 figs., 25 refs. 


The addition of oxalated serum to oxalated plasma 
accelerates the conversion of prothrombin to thrombin 
in the presence of optimal amounts of thromboplastin 


and calcium. The authors have called the agent re- 


sponsible for this effect the serum prothrombin conversion 
accelerator (S.P.C.A.). A method for its assay is pre- 
sented and some of its physiological and biochemical 
properties are described. Evidence, as yet inconclusive, 
is given to show that S.P.C.A. is distinct from Owren’s 
factor V and the serum Ac-globulin of Ware et al. 
[Owren’s factor V is wrongly referred to throughout 
the paper as factor VI.] A. W. H. Foxell 


1629. Activity Curves of Crude and Purified Inhibitors 
and Accelerators of Blood Coagulation : 
L. M. Tocantins and R. T. CARROLL. Proceedings of 
the Society for Experimental Biology and Medicine 
[Proc. Soc. exp. Biol., N.Y.] 69, 431-436, Dec., 1948. 
7 figs., 9 refs. 


Crude and purified cephalin and antithromboplastin 
extracted from brain tissue yield characteristic activity 
curves when tested at different concentrations on stable 
citrated normal human plasma. The shape of the curves 
may be explained by assuming that these substances 
contain different proportions of coagulant and anti- 
coagulant factors. As a next step blood, plasma, and 
plasma fractions were studied. It was found that 
dilution to about 60% accelerated the coagulation of 
normal and haemophilic blood and plasma; at greater 
dilutions the clotting time increased. With post- 
haemorrhagic blood, dilution prolonged coagulation 
from the start, indicating that the coagulants are pre- 
dominant under these conditions. Excepting fraction V, 
all Cohn’s plasma fractions had coagulant action at 
concentrations between 0-7 and 3%; only fractions IV-1 
and IV-4 gave a biphasic curve, indicating that they 
are mixtures of coagulants and anticoagulants. The 
authors stress the desirability of testing the activity of 
purported clot-accelerating and clot-inhibiting substances 
over a wide range of concentrations. Only in this 
manner may it be possible to detect both coagulant and 
anticoagulant activity in any one substance. 

A. W. H. Foxell 


1630. The Stability of Ac-Globulin and of Prothrombin 
in Citrated Human Plasma 

J. L. Faney, A. G. Ware, and W. H. SeeGers. Surgery, 
Gynecology and Obstetrics (Surg. Gynec. Obstet.] 88, 
370-372, March, 1949. 2 figs., 18 refs. 


Ac-globulin is a plasma globulin which activates 
prothrombin and accelerates the change of prothrombin 
to thrombin at the inception of clotting. It is present in 
an inactive form in normal circulating plasma. Pro- 


thrombin and Ac-globulin concentrations in specimens 
of citrated plasma from healthy adults were estimated in 
order to determine the stability of these substances during 
storage at 5°C. Specimens were collected by vene- 
puncture, the first few millilitres being discarded to avoid 
contamination with tissue fluids. Prothrombin con- 
centration was determined by the two-stage method, 
modified to provide in the first stage an optimum amount 
of Ac-globulin, which was supplied in the form of diluted 
bovine serum albumin. The method of Ac-globulin 
determination was that of Ware and Seegers (J. biol. 
Chem., 1948, 172, 699). 

The prothrombin content of plasma remained constant 
for at least 21 days at 5°C. The level of Ac-globulin in 
plasma remained constant for 7 days, and then decreased 
to about 30% of the initial level during the second and 
third weeks. Ac-globulin appeared to be less stable in 
whole blood. Bank blood used in hospitals can be 
regarded as having a full prothrombin content. The 
moderate decrease in Ac-globulin content is probably 
of little significance in the ordinary use of stored blood. 

G. B. Forbes 


1631. The Determination of the Diameter of the Red 
Blood Corpuscles. [In English] 

L. GOLDBERG, F. GUNVALL, G. HAMMARSTEN, and 
G. LINDGREN. Acta Medica Scandinavica [Acta med. 
scand.] 132, 238-250, 1948. 1 fig., 46 refs. 


The authors discuss the various methods used to meas- 
ure the diameter of erythrocytes and record their own 
observations on 33 normal healthy men and 57 women of 
all ages, with a statistical analysis of their results. They 
made ocular-micrometer measurements of 100 cells, in 
““ wet ’’ preparations suspended in serum and in “ dry ” 
preparations counter-stained by Giemsa stain, from the 
same finger prick. They could find no significant 
variation between mean diameters of cells in wet and dry 
preparations, except in 3 cases of acholuric jaundice. 
Here the cell diameters tended to be lower in the dry 
preparation than in the wet, but in both types of prepara- 
tion the values were below their normal levels. 

E. T. Ruston 


NUTRITION AND DIGESTION 


1632. Corneal Changes in the Rat with Deficiencies of . 


Pantothenic Acid and of Pyridoxine 

L. L. Bowes, W. K. HALL, V. P. SYDENSTRICKER, and 
C. W. Hock. Journal of Nutrition (J. Nutrit.] 37, 9-20, 
Jan., 1949. 9 figs., 12 refs. 


This study carries further the investigation whether 
corneal vascularization may be influenced by vitamins of 
the B complex other than riboflavin. Rats of various 
ages (from 22 to 61 days old at the beginning of the 
experiment) and from various litters were placed on a 
diet deficient in pantothenic acid; control rats received 
the same diet with a supplement of 2 mg. of calcium 
pantothenate per 100 g. of diet. Biomicroscopical exam- 
ination of the eyes was made weekly. In the youngest 
rats (22 days old) on the deficient diet no significant 
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NUTRITION AND DIGESTION 


corneal changes developed up to the time of death, but 
in 13 of 22 older rats (41 to 61 days old) on the deficient 
diet there developed corneal vascularization, thickening 
of the cornea, and a diffuse or nebular opacity which 
increased until the cornea was nearly opaque and was 
frequently ulcerated at the time of death. The corneal 
capillaries which developed were numerous and large 
and had prominent anastomoses, contrasting with the 
finer network of vessels seen in riboflavin deficiency; 
the corneal changes were similar to those seen in early 
vitamin-A deficiency and in deficiencies in isoleucine or 
valine. Similar but less marked corneal changes, not 
leading to corneal ulceration, were observed in 11 of 23 
rats (45 to 57 days old at the beginning of the experiment) 
placed on a pyridoxine-deficient diet, although in an 
older as well as a younger group corneal changes did not 
develop. When rats suffering from corneal changes 
were given the requisite supplement in either experiment, 
regression of the corneal vascularization was observed. 
It is concluded that pantothenic acid and pyridoxine 
are factors of primary importance in relation to the 
structure and metabolism of the cornea. 
Joseph Parness 


1633. Effect on the Normal Guinea-pig of Hypervita- 
minosis D, Produced by Intraperitoneal Injection of an 
Oily Solution. (Effets chez le cobaye normal de 
I’hypervitaminose D, par injection intrapéritonéale de 
solution huileuse) 

A. JOSSERAND, P. PICHAT, J. VIALLIER, and J. KALB. 
Comptes Rendus des Séances de la Société de Biologie 
[C.R. Soc. Biol. Paris] 142, 1125-1126, June 28, 1948. 


As a prelude to work on experimental tuberculosis, the 
toxicity of vitamin Dg, given intraperitoneally in oily 
solution to guinea-pigs, was studied. Repeated large 
doses produced loss of weight and were fairly rapidly 
fatal in most cases; at necropsy only non-specific in- 
flammatory changes in the viscera were noted. 

P. D'Arcy Hart 


1634. Vitamin Studies in Middle-aged and Old 
Individuals. II. Correlation between Vitamin A Plasma 
Content and Certain Clinical and Laboratory Findings 
M. CnurerrFr and E. Kirk. Journal of Nutrition [J. 
Nutrit.] 37, 67-79, Jan., 1949. 5 figs., 16 refs. 


This paper reports a study of the correlation between 
vitamin-A plasma values and the clinical signs of vitamin- 
A deficiency; in addition, differential counts of keratinized 
cells in conjunctival smears and in urine are considered. 
The subjects were 106 middle-aged or old institution 
patients chosen from a larger group whose vitamin-A 
plasma values have been recorded in a previous study 
(J. Nutrit., 1948, 36, 315). The results showed a correla- 
tion—either significant or markedly significant—between 


low vitamin-A plasma values (1 to 15 yg. per 100 ml.) - 


and the following clinical signs: (a) localized thickening 
of the conjunctiva (under which term are included both 
the true Bitot’s spots and the more variable forms of 
pericorneal spots)—markedly significant; (b) blepharo- 
conjunctivitis—significant; (c) follicular hyperkeratosis 
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(“toad skin ”’)—markedly significant; (d) dryness of 
the skin—significant. It is noted that old age was often 
an important concomitant factor and, in relation to 
dryness of the skin, the more considerable factor statisti- 
cally. The -length of dark-adaptation time bore no 
correlation with the vitamin-A plasma values, but bore 
a significant, though moderate, correlation with age; 
the latter finding is in agreement with that of other 
workers. No significant correlation was observed 
between the vitamin-A plasma values and (a) the 
percentage of keratinized cells in conjunctival smears, 
(b) the number of epithelial cells excreted daily in the 
urine, or (c) the percentage of keratinized cells in smears 
of the urinary sediment. Joseph Parness 


1635. Influence of Various Levels of Thiamine Intake on 
Physiologic Response. V. Maximum Work Output 

M. WiILson, W. W. TuTTLE, K. DAuM, and H. RHopeEs. 
Journal of the American Dietetic Association [J. Amer. 
diet. Ass.| 25, 221-225, March, 1949. 1 fig., 11 refs. 


In a preliminary experiment 6 subjects were given a 
diet (see Abstracts of World Medicine, 1949, 6, 8) con- 
taining about 140 yg. of aneurin daily, and 6 controls 
received the same diet with supplements of 1,200 yg. 
daily. After 45 days there was no difference in work 
output, as determined in one minute on the bicycle 
ergometer, between the experimental and control groups. 
In a second experiment, 9 of the same subjects were given 
a basic diet containing about 200 yg. of aneurin daily; 
3 of them received in addition 425 yg. of aneurin daily, 
and a further 3 received 800 yg. During the last 4 of 
19 weeks on these diets there was a significantly lower 
work output by the subjects on the intake of 200 pg. 
daily and no change in that of those on an intake of 
1,000 yg. In the 3 subjects consuming 625 pg. daily 
there was a tendency to a decreased output of work, 
although it was significantly lower in only one of them. 
It is suggested that there are individual differences in 
requirements of aneurin, and that 625 yg. daily is not 
enough to maintain a status compatible with maximum 
output of work. J. Yudkin 


1636. The Thiamine Requirement of the Normal Infant 
L. E. Hort, R. L. Nemir, S. E. SNYDERMAN, A. A. 
ALBANESE, K. C. Ketron, L. P. Guy, and R. CARRETERO. 
Journal of Nutrition (J. Nutrit.] 37, 53-66, Jan., 1949. 
12 figs., 10 refs. 


It is considered that in the investigation of vitamin 
requirements the artificially fed infant may present 
conditions less variable and complex than does the adult. 
In this study 7 healthy male infants were placed on 
metabolism frames for a 5-day period each week during 
which 24-hour urine specimens were collected. They 
were fed with a purified diet which was essentially free 
from vitamins, vitamins A, B, C, and D being administered 
as supplements. The aneurin content of each 24-hour 


urine specimen was determined fluorimetrically by the 
thiochrome method of Najjar and Ketron, with a correc- 
tion factor introduced for the presence of fluorescent 
derivatives of nicotinic acid; 


it was not considered 
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necessary, for the purpose of these experiments, to make 
determinations of ‘** pyramine ” (pyrimidine decomposi- 
tion product of aneurin) in the urine. After 14 to 21 
days on an aneurin-free diet, to permit the urinary 
excretion of aneurin to become stabilized at the minimum 
level, aneurin was added in small amounts; the intake 
was increased at intervals of 1 or 2 weeks until excretion 
above the minimum occurred, and was then adjusted 
until excretion was maintained at a level just above the 
minimum. It was found that the “ point of minimum 
excretion ’’ was consistently between 1 and 5 yg. daily; 
the aneurin intake which maintained an excretion of 
5 to 10 yg. daily—just in excess of the minimum level— 
was singularly constant between 140 and 200 yg. daily 
for all the subjects; further increase in aneurin intake 
produced a sharp rise in excretion of the vitamin on a 
fairly regular scale, approximately one-quarter of the 
added aneurin being excreted as such in the urine. No 
clinical or laboratory signs of aneurin deficiency were 
observed in the 7 subjects after 4 to 5 months on the 
purified diet with an intake of aneurin between 140 and 
200 yg. daily. The figures for minimum aneurin require- 
ment, as obtained under the conditions of this study, are 
compared with the aneurin intake of (a) the average 
artificially fed infant, and (b) the average breast-fed 
infant. Joseph Parness 


1637. Investigations on the Metabolism of the Vitamin B 
Group. (Vizsgilatok a B-csoport vitaminjainak k6zti 
anyagcseréjér6l) 

I. MaGyar. Orvosi Hetilap [Orv. Hetil.] 90, 172-176, 
March 20, 1949. 6 figs., 15 refs. 


The administration of the vitamin-B complex does not 
produce a state of saturation such as is obtained, for 
example, with vitamin C; if aneurin (thiamine) in 
doses of 50 mg. daily is given intramuscularly to a healthy 
adult, urinary excretion of the vitamin decreases con- 
siderably after 10 days. To explain this, and to clarify 
the role of phosphorylation in the absorption, utilization, 
and excretion of the B group of vitamins independently 
and jointly, experiments were carried out, with the 
following findings: (1) If phosphorylation is inhibited 
by administration of mono-iodoacetate during heavy 
dosage with aneurin or riboflavin there is a great fall in 
the urinary output of the vitamins. (2) If phosphoryla- 
tion is increased by administration of adenosine tri- 
phosphate, urinary output of aneurin and riboflavin is 
increased. (3) Administration of dextrose, which also 
requires phosphorylation, decreases excretion of aneurin 
or riboflavin, but excretion increases again as soon as the 
administration of dextrose is stopped. (4) If massive 
doses of aneurin are given during routine administration 
of riboflavin, there is a coincident fall in excretion of the 
latter. (5) If a known amount of aneurin is injected 
into an isolated loop of rat small intestine, and deter- 
mined again after 20 minutes, the administration 4 to 1 
hour previously of large doses of either aneurin, ribo- 
flavin, nicotinic acid, pyridoxine, folic acid, or dextrose 
greatly decreases the absorption of aneurin from the loop. 
(6) Absorption of aneurin from such a loop is also 
markedly decreased if large doses of any or all the other 


members of the group have been given over the previous 
3 weeks. (7) The absorption of dextrose and of aneurin 
in such a loop is affected similarly in experiments 5 and 
6. (8) The level of inorganic phosphorus in serum is 
unaffected by doses, however large, of these vitamins, 

The author suggests that phosphorylation is essential 
for absorption and utilization of vitamins of the B group, 
probably including folic acid; that urinary excretion 
increases with increased, and decreases with decr 
phosphorylation; that decreased excretion after con- 
tinuous or heavy dosage with any member of the group 
is due to exhaustion of the mechanism of phosphoryla- 
tion; that such exhaustion accounts for hypovitaminosis 
B after excessive carbohydrate ingestion; that exhaustion 
of phosphorylation accounts for the development of 
signs of deficiency of other members of the group during 
heavy dosage with any one member; that the latter may 
explain the development or aggravation of neurological 
symptoms during treatment of pernicious anaemia with 
folic acid; and that phosphorylation is not related to 
the amount of inorganic’ phosphorus available, but 
probably to the amount or activity of phosphorylase, 
which the author is now investigating. 

Dushanka Wolstenholme’ 


1638. Arteriosclerotic Lesions in Pyridoxine-Deficient 
Monkeys 

J. F. Rinewart and L. D. GREENBERG. American 
Journal of Pathology [Amer. J. Path.) 25, 481-491, May, 
1949. 12 figs., 15 refs. 


1639. The Determination of Early Thiamine-deficient 
States by Estimation of Blood Lactic and Pyruvic Acids 
after Glucose Administration and Exercise 

M. K. Horwitt and O. KreIs_er. Journal of Nutrition 
[J. Nutrit.] 37, 411-427, April, 1949. 5 figs., 10 refs. 


1640. Changes in the Metaphysis of the Long Bones 
During the Development of Rickets 

J. M. and J.T. IrvinG. British Journal of Experi- 
mental Pathology (Brit. J. exp. Path.] 29, 539-546, Dec., 
1948. 9 figs., 23 refs. 


See also Section Pharmacology and Therapeutics, 
Abstract 1652. 


1641. Relation of Menstrual Losses to Iron Requirement 
R. FRENCHMAN and F. A. JOHNSTON. Journal of the 
American Dietetic Association [J. Amer. diet. Ass.] 25, 
217-220, March, 1949. 1 fig., 12 refs. 


The data on which this paper is based are derived from 
work published by other authors. The menstrual losses 
of iron have been recorded in 184 women. In 150 of 
these the loss was determined for only one period. From 
data from the other subjects, in whom two or more 
menstrual periods were studied, it is clear that there is 
considerable variation in the amount of iron lost at 
different periods in the same woman. It was neverthe- 
less considered worth while to calculate the range of loss 
of all the women and, on the basis of a cycle of 28 days, 


to calculate the average daily loss of iron throughout the 
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period for each of them. The results show a daily loss 
of iron ranging from 0-08 to 2°6 mg. (except in one sub- 
ject with a loss of 3-2 mg.). There was a loss of less 
than 1-2 mg. in 86% of the women. It is suggested that 
an absorption of 1-2 mg. should be aimed at in satisfying 
the requirements of most women. Published evidence 
points to an absorption of 11 to 12-5% of ingested iron 
from a mixed diet, and probably more if a deficiency 
exists. This would mean that an intake of 10 or 11 mg. 
daily would satisfy the requirements of most women. It 
is stated that this amount is not easily attained in the 
diet unless special efforts are made to include foods, such 
as molasses and spinach, which are rich in iron. 

[The Ministry of Food’s National Food Survey shows 
an average consumption in Britain of about 14 mg. 
daily.] J. Yudkin 


1642. Dietary Effects on Anemia plus Hypoproteinemia 
in Dogs. I. Some Proteins Further the Production of 
Hemoglobin and Others Plasma Protein Production 

F. S. and G. H. WuipPLe. Journal 
of Experimental Medicine [J. exp. Med.] 89, 339-358, 
March, 1949. 5 refs. 


Dogs were maintained on a protein-free diet and 
subjected to bleeding at frequent intervals until the 
haemoglobin level was about 6-5 g. per 100 ml. and the 
plasma protein level approximately 4-5 g. per 100 ml. 
These animals were then used for the investigation of 
the efficacy of various protein foods in replenishing both 
haemoglobin and plasma protein levels, the foods tested 
being given as additions to the basal protein-free 
diet. 

The results showed that egg proteins favoured the 
production of plasma proteins, which might be greater 
than that of haemoglobin. In contrast, when beef 
muscle was added to the diet, the output of haemoglobin 
was 3 to 4 times as great as that of plasma protein. 
The total production of protein was greater when beef 
muscle was given than when egg proteins were given. 

J. Dawson. 


1643. Dietary Effects on Anemia plus Hypoproteinemia 
in Dogs. II. The Findings with Milk Products, Wheat, 
and Peanut Flours as Compared with Liver 

F. S. RosscHeit-Rossins and G. H. Journal 
of Experimental Medicine [J. exp. Med.| 89, 359-368, 
March, 1949. 2 refs. 


The experimental method used was that described by 
the same authors in a previous paper (see Abstract 1642). 
Casein was found to be comparable with beef muscle in 
respect of the total amount of protein produced, and also 
in that more haemoglobin was produced than plasma 
protein when casein was the dietary source. Lactalbumin 
on the other hand resembled egg albumen in not allow- 
ing the production of as much total protein and in favour- 
ing plasma protein production. Peanut flour was un- 
satisfactory and wheat gluten was distasteful to the dogs 
and could not be fed over a sufficiently long period of 
time. In many ways the response to peanut flour was 
similar to that to casein. J. Dawson 


1644. A Fat Emulsion for Intravenous Feeding 

S. R. Lerner, I. L. CHarkorr, and C. ENTENMAN. Pyo- 
ceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N.Y.] 70, 388-391, 
March, 1949. 16 refs. 


The preparation of an emulsion of olive oil stabilized 
by glycerol monostearate is described. The final emul- 
sion, containing 10% of fatty acids of which two-thirds 
were derived from olive oil and one-third from glycerol 
monostearate, remained stable for several months when 
stored at room temperature. Five dogs were given daily 
intravenous injections of 200 ml. of the emulsion, 
administered at a rate of 1 ml. per minute per kg. of body 
weight, for 16 to 31 days. Erythrocyte counts and estima- 
tions of haemoglobin concentration of the blood were 
made before and near the end of the injection period; 
liver function was estimated by the rose bengal test. 

No evidence of distress was observed during the 
injections. Utilization of the injected fat, as shown by 
determinations of fatty acid content of plasma, was rapid 
in all 5 dogs. A slight anaemia, as evidenced by a fall 
in the erythrocyte count and a decrease in the haemoglobin 
concentration, was observed in all 5 dogs. There was 
no significant loss in weight. The excretion of the rose 
bengal dye by 2 dogs fell to 82% of normal. The 
injections produced only minimum tissue reaction, as 
judged by microscopical examination of lungs, liver, 
kidneys, and spleen at necropsy. Joseph Parness 
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1645. High Altitude Hypoxia. Observations at Autopsy 
in Seventy-five Cases and an Analysis of the Causes of the 
Hypoxia . 

R. B. Lewis and W. HAYMAKER. Journal of Aviation 
Medicine [J. Aviat. Med.] 19, 306-336 and 354, Oct., 
1948. 23 figs., 27 refs. 


Of all deaths at high altitude recorded in the files of the 
U.S. Army Institute of Pathology, only 75 were un- 
equivocally due to hypoxia. In this group it was found 
that the tail-gunner was by far the most often affected: 
no pilot died of hypoxia. The most frequent cause of 
acute oxygen failure was separation of the quick dis-— 
connector between mask and regulation hose; freezing 
of the mask was the next commonest. The post-mortem 
changes, with which this paper deals, were considered to 
fall under three headings: vascular, vacuolar, and changes 
in the central nervous system. In most cases the blood 
in the heart and large vessels had not clotted and there 
was conspicuous evidence of circulatory failure. There 
were haemorrhages into the lungs, myocardium, sub- 
mucosa of the intestinal tract, adventitia of the aorta, 
mastoid and petrosal bone cells, paranasal sinuses, and 
middle and inner ear. Haemorrhages into the brain 
were small and sparse. Intracellular vacuoles, contain- 
ing inclusions, were found throughout the body, but were 
especially prominent in the liver and heart. Such vacuoles 
in the liver probably represent hydropic changes. It is 
suggested, from work on partially autolysed tissues, that 
“cellular disintegration’? may be responsible. The 
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incidence of vacuolation, however, was not related to the 
time between death and necropsy, and, in a group of 
control cases, vacuolation was noticed only in those in 
which tissue hypoxia would be expected. The nature of 
the inclusions is quite unknown. 

Though the periods of hypoxia were rarely longer than 
20 minutes, hyperplasia and hypertrophy of the histio- 
cytes of the arachnoid mater occurred in a third of the 
cases, and shrinkage and chromatolysis of ganglion cells 
were prominent. The cells of the cerebral cortex were 
mostly affected, especially in the hippocampus. Extra- 
vasation of lymphocytes into the perivascular spaces 
occurred in half the cases. S. M. Hilton 


1646. The Recovery of the Brain from Anoxia After 
Administration of Analeptic Drugs. Electroencephalo- 
_ graphic Studies on Rabbits 

W. K. Noett. Journal of Aviation Medicine [J. Aviat. 
Med.] 19, 337-345, Oct., 1948. 3 figs., 7 refs. 


In rabbits under local analgesia the electroencephalo- 
gram was recorded direct from the occipital area during 
stimulation of the contralateral eye by light flashes. 
Anoxia induced by nitrogen breathing leads to diminu- 
tion and finally disappearance of the cortical response. 
Re-admission of oxygen is followed by a period of 
overactivity, with increased amplitude of responses and 
spontaneous activity, then a late recovery period of fast 
waves and low voltage. During this period other ab- 
normalities (bursts of spikes, spike-and-wave episodes) 
were found in about 10% of rabbits. Motor activity 
was common during recovery, but was not associated 
with cortical discharges. During the late recovery phase 
grand mal attacks could be elicited with ‘ metrazol” 
(leptazol) far more easily than during the control period. 
Large doses of caffeine and probably picrotoxin had a 
similar effect, which was .not, however, produced by 
nikethamide or amphetamine sulphate. 

D. R, Wilkie 


1647. Total Lung Volume and Maximal Breathing 
Capacity (MBC) in Pulmonary Emphysema After Repeated 
Periods of Intermittent Positive Pressure Breathing 
(IPPB) 

H. L. Mot ey, L. P. LANG, and B. GorDON. Journal of 
Aviation Medicine [J. A:iat. Med.] 19, 346-354, Oct., 
1948. 4 figs., 8 refs. 


Intermittent positive pressure breathing (IPPB), on a 
line pressure of 20 cm. of water, was combined with 
nebulization for the administration of vasodilator 
substances and penicillin in emphysematous and silicotic 
patients. To determine whether the repeated exposure of 
such patients to IPPB would enhance the pre-existing 
emphysema, and whether IPPB would cause distension 
of the lungs when used continuously for a long period 
during artificial respiration, the residual air, maximal 
breathing capacity, vital capacity, minute ventilation, 
and breathing reserve were determined before and after 
a period of IPPB-nebulization treatment. 

Results obtained in 29 cases showed that there is no 


danger of producing or significantly increasing the degree 


of emphysema from the repeated use of IPPB at 20 cm, 
water pressure, even in the markedly emphysematous 
patient. The other slight effects on the phases of the 
respiratory cycle investigated are described in some 
detail. D. G. V. Whittingham 


1648. The Influence of Radial Acceleration (Centrifugal 
Force) on Respiration in Human Beings 

C. F. LomBARD, H. P. Rotu, and D. RR. Drury. Journal 
of Aviation Medicine [J. Aviat. Med.] 19, 355-364, Oct., 
1948. 5 figs., 6 refs. 


Studies of respiratory rate, tidal volume, lung volume 
at the end of expiration, and vital capacity during 
exposure to positive (head to seat) and negative (seat 
to head) “ g” forces were made in a human centrifuge 
of 25 foot (7-5 m.) radius. Respiratory changes were 
recorded by the use of a modified Benedict-Roth spiro- 
meter equipped with a kymograph. Precautions were 
taken to avoid errors due to the action of centrifugal 
forces on the spirometer. 

The subject rested in the centrifuge chair for 10 to 
15 minutes, after which the spirometer mouthpiece was 
inserted and a nose clip applied. Just before an experi- 
ment the valve connecting the subject to the spirometer 
was turned on and a period of normal breathing recorded. 
The centrifuge was then started and either positive “ g” 
(up to +6 “g” for 15 to 60 seconds) or negative “ g” 
(up to —3 “‘g” for 15 seconds) was applied. Records 
of respiration under “‘g” were taken. Vital capacity 
was measured before and half-way through each experi- 
ment. 

During the application of negative “‘g” there was a 
slight increase in respiratory rate, a decrease in tidal 
volume of up to 150 ml., a decrease in vital capacity of 
950 to 1,050 ml., and a decrease in lung volume at the 
end of respiration of up to 400 ml. The application of 
positive ** g”’ when the subject did not wear a tight belt 
or pressurized suit caused slight increase in respiratory 
rate with values up to +5 “ g” and a marked increase 
at +6 “g” (one subject). The tidal air volume and the 
lung volume at the end of expiration were increased dur- 
ing exposure to positive ““g”. Vital capacities of two 
subjects decreased with higher “g’”’ levels. When a 
pressurized suit was worn, as the “ g”’ level was raised 
subjects had a slight increase in respiratory rate, and a 
decrease in tidal air volume and in lung volume at the 
end of expiration. When a tight belt was worn over the 
abdomen there was a slight increase in the respiration 
rate, a slight increase in the tidal air volume, and an 
increase in the lung volume at the end of expiration. 

The observations under negative ““g” suggest a 
cephalad displacement of the diaphragm, or a pooling 
of blood in the pulmonary circulation, or both. A 
pressurized suit worn during positive 


appeared to prevent footward displacement of the 
diaphragm, viscera, and blood. Wearing an abdominal 
belt under positive “* g’’ was thought to prevent down- 
ward displacement of the diaphragm; the increase in 
lung volume was attributed to a decreased volume of 
blood in the pulmonary circulation. 


K. E. Cooper 
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1649. A Comparison of Certain Actions of Demerol and 
Methadone 

M. L. TAINTER and O. H. BUCHANAN. California 
Medicine [Calif. Med.] 70, 35-43, Jan., 1949. 4 figs., 
bibliography. 

In this paper there are brought together a large number 
of observations, chiefly from the literature, dealing with 
the actions of demerol (pethidine) and methadone 
(amidone, *‘ physeptone’’), either alone, or compared with 
one another or with morphine. In analgesic power the 
activity of demerol is much less than that of morphine, 
while that of methadone is about one-third greater. In 
their own work with rats the authors found a much 
higher value for methadone—about 34 times that of 
morphine. In experiments on man, demerol in double 
the dose proved more active than codeine, and in eight 
times the dose less active, though with longer effect, than 
morphine. 

In clinical dosage demerol has a great advantage over 
methadone in that it does not depress the respiration and 
can therefore be used in such conditions as labour, where 
it will control the pain, relax the cervix, and not adversely 
affect the respiration in the newborn infant. In general, 
demerol will be preferred in cases where pain arises 
from spasm of smooth muscle. As a premedicant, again, 
demerol is to be preferred to methadone, as it has greater 
sedative action. This may also apply in the case of 
post-operative pain. 

Evidence is quoted to the effect that the usefulness of 
methadone is likely to be limited by the frequency with 
which it may cause reactions serious enough to need its 
discontinuance. Demerol, except in ambulant patients, 
for whom it should be avoided, causes fairly frequent 
reactions, but these are rarely severe. The question of 
liability to cause addiction has been answered by the 
placing of restrictions on the sale of both drugs. 
Tolerance to methadone has been acquired in animals 
and in man as rapidly as to morphine, but nothing is 
said about demerol in this respect. 

[There seems to be an error on p. 38 in the 8th line 
from the bottom of the first column, though the original 
paper there cited is not available. From the context 
and from the quoted title it would seem that for 
demerol should be read “* morphine 

Reginald St. A. Heathcote 


1650. Metopon Hydrochloride. An Experiment in 

Clinical Evaluation 

N. B. Eppy. Public Health Reports, Washington (Publ. 

7 Rep., Wash.] 64, 93-103, Jan. 28, 1949. 2 figs., 
refs. 


““Metopon”’ (methyldihydromorphinone) has been 
known for about 10 years as a possible substitute for 
morphine. The present paper gives an analysis of 


results obtained in rather fewer than 4,000 patients 
suffering from terminal cancer, to whom it was 
administered under licence by about 3,000 practitioners. 
It was a condition that the drug, as the hydrochloride, 
was to be administered by mouth only, and it was pre- 
pared in capsules, each containing 3 mg. (3's gr.); it was 
expected that probably 6 mg. would be required in severe 
clinical pain, and this was the starting dose recommended. 
In fact, in about one-third of the cases the dosage was 
3 mg., in another third 6 mg., and in the last third 9 mg. 
or more. 

The general picture is very similar with both doses 
of 3 and of 6mg. Fair or better relief of pain is reported 
in about 60%, a clear mental state in about 70%, and 
absence of reactions in about 80% in both series. Less 
good results are reported with larger doses, attributable 
probably to cross-tolerance between metopon and other 
narcotics. That such cross-tolerance exists is demon- 
strated by the fact that 6-mg. doses had increasingly less 
effect in those cases which had been treated for longer 
periods with other narcotics. No evidence of tolerance 
developing to metopon after 4 or more weeks of 
administration was found in 381 out of 500 patients, 
indicating a slower rate of development than would be 
expected with morphine. In general, the best results 
from all standpoints were obtained in those patients who 
had previously received no narcotics. 

The paper contains a short note on results obtained 
in Canada, where the drug was given orally, usually 
in 8-mg. doses. The results are generally similar, and 
no advantage appears to be gained by using the 
slightly larger dose. Reginald St. A. Heathcote 


1651. Morphine Suppression of Urinary Output in Preg- 
nant and Nonpregnant Women 

O. F. KrAusHAar, J. T. BRADBURY, Y. K. WANG, and 
W. E. Brown. American Journal of Obstetrics and 
Gynecology [Amer. J. Obstet. Gynec.] 57, 302-311, Feb., 
1949. 7 figs., 9 refs. 


Experiments carried out on normal pregnant and 
non-pregnant women, whose fluid intake was entirely 
intravenous during the control and experimental period, 
showed in all cases that injection of morphine decreased 
urinary output, the urine being collected by indwelling 
catheter. This work confirms the previous work of de 
Bodo on dogs (J. Pharmacol., 1944, 82, 74, and 1945, 
85, 222) but does not support his conclusion that the 
effect of morphine is to release the antidiuretic hormone 
from the posterior pituitary, since the antidiuretic effect 
of morphine was observed in 2 patients with diabetes 
insipidus. Only one injection of } gr. (16 mg.) of mor- 
phine was given and the effect of greater dosage was not 
ascertained. A. F. Anderson 
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1652. The Effect of 3-Acetylpyridine and Niacinamide on 
the Perfused Heart 

K. BRAUN. Journal of Pharmacology and Experimental 
Therapeutics [J. Pharmacol.) 95, 58-61, Jan., 1949. 
8 refs. - 


In isolated perfused rabbits’ hearts it was shown that 
interference with the normal functions of niacinamide 
(nicotinamide) by the administration of the antivitamin 
3-acetylpyridine causes marked alterations in the func- 
tion of the heart. Modified Langendorff preparations 
were used, the fluid leaving the heart through a small 
hole in the wall of the left ventricle. Cardiographic 
records were obtained, the thread attached to the 
epicardium at the apex serving as the direct electrode. 
3-Acetylpyridine was given: (a) mixed with the perfusion 
fluid in concentrations of 1 in 1,000 to 1 in 5,000; 
(6) by direct injection into the cannula (1 in 500 té 1 in 
1,000). Disturbance of the rhythm in the form of A-V 
block occurred in 7 out of 9 experiments, ventricular 
fibrillation in the remaining 2. A-V block was reversible 
in 8 to 15 minutes by perfusion with nicotinamide (1 in 
100,000 to 1 in 500,000), and ventricular fibrillation was 
abolished in one of the two experiments in which it 
occurred. Perfusion with normal fluid alone did not 
abolish the arrhythmias. Three hearts perfused with 
nicotinamide (1 in 100,000) were not affected by direct 
administration of 3-acetylpyridine (1 in 1,000). Ad- 
ministration of nicotinamide had a beneficial effect on 
isolated heart preparations in which arrhythmias were 
present from the beginning. It is suggested that a 
relative “ deficiency’’ of nicotinamide may occur in 
perfused hearts because the drug is washed out, with 
resulting impairment of cardiac function. The addition 
of nicotinamide, and perhaps of -other vitamins, to 
perfusion fluid is advocated. G. F. Somers 


1653. Mechanism of Dibenamine Protection Against 
Cyclopropane-epinephrine Cardiac Arrhythmias 

M. NICKERSON and G. M. NomacGucui. Journal of 
Pharmacology and _ Experimental Therapeutics [J. 
Pharmacol.) 95, 1-11, Jan., 1949. 5 figs., 17 refs. 


There are three possible mechanisms whereby “* diben- 
amine (N,N-dibenzyl-8-chloroethylamine) may act in 
preventing adrenaline-induced cardiac arrhythmias during 
cyclopropane anaesthesia: (1) by a direct effect on the 

.myocardium; (2) by preventing an increase in systemic 
pressure and the resultant increase in left ventricular 
pressure;-or (3) by preventing reflex vagal activity by 
abolishing the pressor response to adrenaline. Experi- 
ments were performed on dogs anaesthetized with 30% 
cyclopropane and 70% oxygen following intravenous 
thiopentone sodium, and the effect on the blood pressure 
and electrocardiogram of injecting 10 wg. per kg. body 
weight of adrenaline was observed both with and without 
pretreatment with dibenamine (15 to 20 mg. per kg. given 
intravenously at the time cyclopropane administration 
was begun). 

The following observations tended to exclude 
possibilities (2) and (3) above: (a) intermediate doses of 
dibenamine reversed the rise of blood pressure produced 


by adrenaline, but did not prevent ventricular tachy- 
cardia; (b) N-isopropyl-nor-adrenaline, when substituted 
for adrenaline, produced cardiac arrhythmia accompanied 
by a fall in blood pressure; (c) the irregularities induced 
by adrenaline started within 20 seconds of the injection, 
whereas the maximum pressor effect took 1 minute to 
develop. However, if a heart which was protected with 
a minimum dose of dibenamine was subjected to addi- 
tional stress by occlusion of the thoracic aorta immediately 
after the injection of adrenaline, cardiac irregularities 
appeared in 9 out of 12 animals, the absolute pressure 
reached during occlusion rather than the extent of the 
rise being the determining factor. Occlusion was most 
effective within 20 seconds of the injection; after 50 
seconds it was relatively ineffective. Larger amounts 
of dibenamine provided greater protection against 
adrenaline combined with occlusion. 

That the vagus is not concerned was shown by the 
failure of bilateral vagotomy and of atropine to provide 
any protection against adrenaline, alone or combined 
with aortic occlusion, after partial protection with 
dibenamine. Ventricular fibrillation was not produced 
by stimulation of the vagus during the action of adrenaline 
on a heart protected with dibenamine. The authors 
conclude that mechanisms (1) and (2) are respon- 
sible for the protection and that there is little or no 
contribution from mechanism (3).  R. P. Stephenson 


1654. Studies on Diethylaminoethanol. . I. Physiological 
Disposition and Action on Cardiac Arrhythmias 

B. RoseNBERG, H. J. KAYDEN, P. A. Lier, L. C. Mark, 
J. M. STEELE, and B. B. BRopie. Journal of Pharmacology 
and Experimental Therapeutics [J. Pharmacol.| 95, 18-27, 
Jan., 1949. 5 figs., 5 refs. 


Diethylaminoethanol, a product of the hydrolysis of 
procaine in vivo, was investigated to determine if it was 
responsible for the action of procaine on cardiac 
arrhythmias. After oral or intravenous administration 
of 5-6 g. of diethylaminoethanol to 2 subjects, its con- 
centration in the plasma fell rapidly to less than 5 mg. 
per litre within 8 hours, 20 to 30% being excreted in the 
urine in 48 hours. When the distribution of the drug 
3 hours after injection was investigated in the dog, large 
amounts were found to have been taken up by the spleen 
and liver and the concentration in other tissues was 2 
or 3 times the plasma concentration. The action of the 
drug on adrenaline-induced cardiac arrhythmia in dogs 
anaesthetized with cyclopropane was also observed. 
Doses of the order of 0-5 g. per kg. were found to be 
required to prevent ventricular premature contraction 
and ventricular tachycardia, compared with an effective 
dose of procaine of 15 mg. per kg. Thus diethylamino- 
ethanol may be excluded as the active agent in procaine 
protection. The effective dose of diethylaminoethanol, 
however, was much safer than the effective dose of pro- 
caine, and diethylaminoethanol was consequently tested 
clinically. Patients of the Goldwater Memorial Hospital, 
New York, in whom abnormal rhythm had been present 
for from one week to several months were given doses 
ranging from 0-5 to 5 g. intravenously. In 13 out of 
14 patients ectopic beats disappeared, the effect lasting 
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in 10 for 3 to 10 minutes and in 3 for over a week. Of 
8 patients with ventricular tachycardia similarly treated 
the rhythm reverted to that present before the tachy- 
cardia developed in 6. There was no response to 
diethylaminoethanol in 5 cases of auricular fibrillation 
and 4 of supraventricular tachycardia. Nausea and 
vomiting occurred in 15% of the patients treated, most 
of whom complained of a peculiar taste and a sensation 
of warmth and dizziness. There was a marked fall of 
blood pressure in some normal and in many of the 
hypertensive patients. R. P. Stephenson 


1655. A Synthetic Cardiotonic, Vascular Tonic and 
Dilator of the Coronary System: Methyl 2-amino-6- 
heptanol Hydrochloride. (Un cardiotonique de synthése, 
tonique vasculaire et dilatateur du systeme coronaire: 
le chlorhydrate de méthyl 2-amino-6-heptanol) 

A. LouBATIERES. Comptes Rendus des Séances de la 
Société de Biologie [C.R. Soc. Biol. Paris] 143, 85-87, 
Jan., 1949. 5 refs. 


1656. Pharmacological Studies on the Causative Agent of 
Canine Hysteria 

J. L. Rapomskt and G. Wooparp. Journal of 
Pharmacology and Experimental Therapeutics [J. Pharma- 
col.] 95, 429-437, April, 1949. 3 figs., 13 refs. 


See Section Cardiovascular Disorders, Abstract 1822. 


1657. The Curariform Activity of N-Methyloxyacanthine 
D. F. MarsH, D. A. HERRING, and C. K. SLEETH. 
Journal of Pharmacology and Experimental Therapeutics 
[J. Pharmacol.] 95, 100--105, Jan., 1949. 3 figs., 9 refs. 


N-methyloxyacanthine iodide was prepared from 
oxyacanthine obtained from Berberis vulgaris. Tested 
by toxicity in rats, by head-drop in rabbits, and on the 
gastrocnemius of the dog and in man, this compound has 
about one-half to three-quarters of the paralysing power 
of p-tubocurarine chloride pentahydrate, on a molecular 
basis. In man and in the dog, p-tubocurarine had some 
cholinergic activity, causing salivary secretion, whereas 
N-methoxyacanthine caused dryness of the mouth and 
had some atropine-like activity on the isolated rabbit 
jejunum. In view of the reduced danger of laryngeal 
spasm from aspirated saliva which may attend its use, 
N-methoxyacanthine may be clinically useful. 

Derek R. Wood 


1658. Prolongation of Curarizing and Anti-curarizing 
Action 

H. F. Cuase, D. K. BHATTACHARYA, and J. L. SCHMIDT. 
Journal of Pharmacology and Experimental Therapeutics 
[J. Pharmacol.] 95, 95-99, Jan., 1949. 2 figs., 9 refs. 


By the use of the head-drop method in rabbits, it was 
shown that some curare activity still remains 48 hours 
after subcutaneous injection of p-tubocurarine chloride 
in a peanut oil and beeswax vehicle. By titrating the 
increase in head-drop dose of tubocurarine, an estimate 
of the course of anti-curare action of neostigmine and 
other compounds was obtained. The action of a single 
subcutaneous injection of neostigmine was not signi- 


ficantly increased by giving it in an oil and beeswax 
medium. A single dose of 0-1 mg. neostigmine per kg. 
in water is effective for up to 2 hours. After intravenous 
injection of 0-2 mg. diisopropylfiluorophosphonate 
(DFP) per kg., antagonism to a head-drop dose of tubo- 
curarine was maximal and lasted for 12 days. However, 
after a single dose of 0-3 mg. DFP per kg., an immediate 
antagonism of curare was followed by prolonged 
increase in sensitivity to curare for some days. In 
addition to this increased sensitivity to curare intermittent 
chronic head-drop developed in animals given a total of 
0-6 mg. DFP per kg. In animals sensitized to curare by 
DFP small doses of neostigmine, or exercise, caused a 
return of head-drop. Derek R. Wood 


1659. The Antagonism of Curare by Congo Red and 
Related Compounds 

C. J. KeNsLerR. Journal of Pharmacology and Experi- 
mental Therapeutics [J. Pharmacol.| 95, 28-44, Jan., 
1949. 2 figs., 34 refs. 


The time taken for groups of frogs to recover from the 
paralysis resulting from the injection of p-tubocurarine 
chloride (D.T.C.) into the ventral lymph sac was deter- 
mined. The previous injection of 200 mg. per kg. of 
diisopropylfluorophosphonate (DFP) reduced by 50% 
the duration of paralysis due to 10 mg. per kg. of D.T.C. 
The same dose (200 mg. per kg.) of congo red, Evans 
blue, or chlorazol fast pink provided complete pro- 
tection against the subsequent injection of D.T.C. for 
up to 24 hours, and some effect was observed after 
6 days. If the dyes were injected 30 minutes after the 
D.T.C. the duration of paralysis was considerably reduced. 
The dyes, unlike DFP, had no effect on the paralysing 
action of the erythrina alkaloids. In cats the LD 50 of 
intravenous D.T.C. was increased by 60 to 100% by 
chlorazol fast pink (25 animals) and by 1 : 3 bis J acid 
urea (10 animals). The blocking action of D.T.C. on 
the frog rectus stimulated with acetylcholine was pre- 
vented by the dyes. Thus 500 zg. per ml. of congo red 
prevented the blocking action of 33 yg. per ml. of D.T.C. 
on the contraction due to 0-75 ug. per ml. of acetyl- 
choline. There was no effect on the blocking action of 
dihydro-f-erythroidine. The dyes were found to have 
some anticholinesterase activity on enzyme from frog 
brain, but DFP was 500 times more active. 

Congo red and D.T.C. formed a red precipitate when 
mixed in equimolecular ratio, and neither congo red 
nor D.T.C. could be detected in the supernatant fluid. 
The red precipitate was redissolved by excess congo red. 
Dialysis experiments showed that the dyes prevented 
D.T.C., whether precipitated or in solution with excess 
dye, from passing a cellophane membrane. Dialysis 
of the erythrina alkaloids was not affected. These 
experiments are taken to indicate that the dyes prevent 
the blocking action of D.T.C. by forming a complex 
with it rather than by modifying some tissue concerned 
in neuromuscular transmission. All the active dyes 
contain naphthalene sulphonic acid groups, but although 


1:3 bis J acid urea was active, 14 simpler compounds — 


of this type, including 2-amino-5-napthol-7-sulphonic 
acid (J acid), were inactive. R. P. Stephenson 
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1660. The Acute Pharmacology of Methyl-bis-(2- 
chloroethyl)amine (HN,) 

C. C. Hunt and F. S. Puities. Journal of Pharmacology 
and Experimental Therapeutics [J. Pharmacol.) 95, 131- 
144, Feb., 1949. 6 figs., 19 refs. 


Solutions (0-02 molar) of methyl-bis-(8-chloroethyl)- 
amine (HN2) in 0-16 molar sodium bicarbonate were 
kept at 30°C. Under these conditions the following 
changes occurred: 

“i 


- 
CH,-N + HY + 


‘ 
(2) (3) 


cl” + CH, -Ne 


+ + CH,-N 
(4) (5) 


After 20 minutes 90% of the HN2 (1) had been trans- 
formed to chlorimine (2), and after 151 hours 40% was 
present as hydroxyimine (4). The pharmacologically 
inactive substance (5) was produced by 48 hours’ treat- 
ment. 

In rats intravenous doses of HN2 or chlorimine greater 
than 0-02 mM per kg. produced paralysis, convulsions, 
and death in 2, to 4 hours. With smaller doses death 
was delayed. Hydroxyimine was less toxic but the 
animals died more quickly. In cats 0-02 mM HN2 per 
kg. intravenously caused vomiting and diarrhoea and 
delayed death. Larger doses also produced paralysis, 
which began within 20 minutes and was accompanied 
by profuse salivation. Chlorimine in doses of 0-01 mM 
per kg. produced initial paralysis, muscular fasciculation, 
and salivation. Ifthe animal recovered, this was followed 
by a second fatal bout of paralysis and profuse salivation. 
Hydroxyimine in a dose of 0-0025 mM per kg. caused 
fatal paralysis; smaller doses of the drug produced 
diarrhoea. 

These effects were analysed with reference to the follow- 
ing factors: (1) Blood pressure. Small doses of the 
three substances had a depressor effect. HN2 (0-02 mM 
per kg.) abolished the response to vagal stimulation but 
not to acetylcholine or adrenaline. Larger doses of 
chlorimine (0-01 mM per kg.) had a pressor effect which 
was abolished by “ dibenamine’’, indicating that the 
effect was due to stimulation of sympathetic ganglia. 
After administration of atropine HN2 and hydroxyimine 
produced a rise in blood pressure. (2) Sympathetic 
ganglia. Chlorimine stimulated but did not paralyse 
the superior cervical sympathetic ganglion of the cat as 
shown by contractions of the nictitating membrane. 
Hydroxyimine had a weaker effect. (3) Salivary secre- 
tion. Intra-arterial injection of HN2 or chlorimine 
produced a diphasic response, an immediate secretion 
being followed by a pause and then a copious secretion 
lasting for hours. Giving atropine before the injection 
abolished the response but had no effect when it was 
delayed until after the response had started. The 
cholinesterase of the salivary gland was not inhibited. 
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The response was unaltered by removal of the sympathetic 
ganglion. Injection of hydroxyimine caused a short- 
lived salivary secretion, which was abolished by atropine. 
(4) Cat’s gastrocnemius. Chlorimine antagonized the 
effect of acetylcholine injection_or indirect stimulation 
but did not alter the response to direct stimulation. The 
preparation recovered in a few seconds and hydroxyimine 
had no inhibitor effect. It is therefore suggested that 
the paralysis in intact animals was of central origin. 
(5) Isolated intestine. The three substances stimulated 
the isolated intestine of the rabbit and guinea-pig. The 
effect was abolished by atropine, unlike the diarrhoea in 
the intact animal. Pamela Holton 


1661. The Pharmacology of {-Piperidinoethyl Phenyl 
«-Thienylglycolate HCl 

R. W. PiIcKERING, B. E. Asreu, J. Y. P. CHEN, R. C. 
Burnett, and W. C. Bostick. Journal of Pharmacology 
and Experimental Therapeutics [J. Pharmacol.| 95, 122- 
130, Feb., 1949. 2 figs., 4 refs. 


In dogs anaesthetized with pentobarbitone sodium, 
0-5 mg. of 
hydrochloride (PPT) per kg. of body weight abolished 
the fall in blood pressure due to acetylcholine in a dose 
of 0-001 mg. per kg. intravenously. The response to 
acetylcholine returned 71 minutes later. The effect of 
larger doses lasted longer. The responses to histamine 
(0-001 to 0-1 mg. per kg.) and pitressin (0-1 unit per kg.) 
were unaffected by 10 mg. of PPT perkg. PPT ina dose 
of 4 mg. per kg. subcutaneously had no effect on the 
electrocardiogram of monkeys, or, in a dose of 2-5 to 
35 mg. per kg. orally, on the pulse, blood pressure, or 
electrocardiogram of man. 

In monkeys in which intestinal motility was increased 
by morphine, subcutaneous injections of 0-4 to 8 mg. of 
PPT per kg. depressed the movements of the colon 
studied by two balloons inserted through the anus. 
** Trasentin ** in a dose of 10 mg. per kg. had less spasmo- 
lytic effect. In dogs the normal movements of the ileum 
and jejunum and the increased movements produced by 
morphine -or. pilocarpine were reduced by intravenous 
injections of 1 to 2-5 mg. per kg. of PPT. Gastric 
motility in man was reduced by PPT, 5 to 10 mg. given 
sublingually. It is suggested that PPT might be used 
clinically to reduce gastro-intestinal movements. 

PPT had no effect on the non-pregnant uteri of rabbits 
and rats. The contractions of a strip of non-pregnant 
guinea-pig uterus were increased by PPT 0-0005 to 
0-05 mg. per ml. Daily administration of PPT to rabbits 


in doses of 40 mg. per kg. subcutaneously until death, ~ 


which took place in 46 to 68 days, slightly diminished 
renal and hepatic function and increased red and white 
cell counts. The latter effect may be correlated with a 
progressive anorexia, loss of weight, and dehydration. 
No significant histopathological changes were produced. 
When PPT was given to human beings in doses of from 
2-5 to 30 mg. there were no measurable changes, in a 
2-hour observation period, on central nervous, cardio- 
vascular, or respiratory system. Of 4 subjects receiving 
35 mg., one experienced vertigo, dimming of vision, and 
chills lasting 80 minutes. Pamela Holton 
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1662. The Histamine Activity of Some f-Aminoethyl 
Heterocyclic Nitrogen Compounds 

H. M. Lee and R. G. Jones. Journal of Pharmacology 
and Experimental Therapeutics [J. Pharmacol.] 95, 71-78, 
Jan., 1949. 21 refs. 


Eleven of 24 B-aminoethyl heterocyclic nitrogen com- 
pounds have been found to possess histaminic activity, 
as demonstrated by their effect on isolated guinea-pig 
ileum and on the blood pressure of the anaesthetized cat; 
additional evidence was given by the fact that the anti- 
histamine substance thenylpyramine histadyl caused 
equal inhibition of the effect of the new substance and 
of the equivalent amount of histamine. Of the factors 
necessary for histamine activity, one is the presence of 
the grouping 


| ll 
—N=C—CH,—CH,— NH, or =N—C—CH,—CH,—NH, 


_ although some inactive compounds contain these groups. 


Walter et al. had previously suggested that the essential 
feature was the presence of the group 


I 
ll 
Cc =N— C—CH,—CH,-NHg. 


Some compounds in which §S or N replaces the C* are 
now shown to be active. The size and shape of the 
aromatic nucleus are other important factors; methyl 
substitution in the imidazole ring reduces activity con- 
siderably. Small unsubstituted aromatic nuclei are 
associated with high activity. The spatial arrangement 
of atoms in the nucleus is also important, since isosters 
of histamine are inactive. Measurements of bond 
distances and bond angles shed no light on the require- 
ments for activity, although the structure of all the 
active compounds studied is favourable to intramolecular 
hydrogen bond formation. Derek R. Wood 


1663. Effects of Tetraethylammonium Bromide on the 
Parasympathetic Neuroeffector System 

J. V. Luco and J. Marconi. Journal of Pharmacology 
and Experimental Therapeutics [J. Pharmacol.) 95, 171- 
176, Feb., 1949. 5 figs., 4 refs. 


The effects of tetraethylammonium bromide on the 
parasympathetic neuro-effector system were studied by 
observing the effects of stimulation of pre-ganglionic 
and post-ganglionic fibres on the pupillary response in 
cats anaesthetized with a mixture of sodium pentobarbital 
and urethane. 

Stimulation of the pre-ganglionic fibres to the ciliary 
ganglion on the right side, and to the cervical ganglion 
on the left, showed that about four times the amount of 


tetraethylammonium bromide, administered by the 


femoral vein, required to block the sympathetic ganglion 

was needed to block the parasympathetic ganglion. 

Doses of 10 to 100 mg. of the drug per kg. body weight 

produced blocking of the effector response upon stimula- 

tion of the post-ganglionic parasympathetic fibres. 

Larger doses of 200 to 300 mg. per kg. body weight first 
M—2D 


potentiated the effect of stimulation of the post-ganglionic 
parasympathetic fibres, and then decreased and blocked 
it. The response of the pupillary sphincter to acetyl- 
choline was not altered by the drug. Direct application 
of the drug to the acutely or chronically denervated 
pupil produced slight dilatation, which was more 
marked when the initial tension of the pupil was greater. 
From these experiments, it was inferred that the drug has 
no muscarinic effects. P. A. Nasmyth 


1664. The Inhibition of Adrenaline by Spasmolytic 
Agents 

J.D. P.GRAHAM. Journal of Pharmacy and Pharmacology 
[J. Pharm. Pharmacol.] 1, 17-27, Jan., 1949. 5 figs., 
27 refs. 


This report is a further contribution to the complicated 
picture of interaction between sympathomimetic and 
spasmolytic drugs. “Isolated duck duodenum responds 
to adrenaline by contraction followed by relaxation, and 
to noradrenaline by a pure contraction. The contrac- 
tions are abolished by atropine, hamatropine, “* trasentin- 
6H ”’, and “‘ neoantergan ”’, but not by hyoscine or hyo- 
scyamine. Neoantergan abolishes the inhibitor effects 
of adrenaline and noradrenaline upon isolated rabbit gut, 
and reverses the stimulation of rabbit uterus by adrena- 
line. Large doses of neoantergan, atropine, and 
trasentin-6H inhibit the pressor effects of adrenaline and 
noradrenaline in “spinal”? cats. ‘“* Dibenamine”’, 
priscol neoantergan, yohimbine, atropine, trasentin- 
6H, “ 8333 F”’, and “‘ 933 F” all block the action of 
adrenaline. It is suggested that this effect may result 
from the presence of the ethylamino group which may 
[with imagination] be traced in the structure of each of 
these substances. L. G. Goodwin 


1665. Action of Noradrenaline and Adrenaline on Human 
Heart-rate 

H. Barcrorr and H. Konzetr. Lancet [Lancet] 1, 
147-148, Jan. 22, 1949. 1 fig., 5 refs. 


Since the extraction of noradrenaline from a human 
adrenal tumour and the demonstration of a noradrenaline- 
like substance in normal human tissues, an increasing 
number of investigations have been carried out in an 
attempt to compare and contrast the actions of adrenaline 
and noradrenaline on various tissues. 

During a study of the effects of adrenaline and nor- 
adrenaline on the blood flow in limbs, the following 
results were noted of their action on the heart. - The 
subjects were 28 normal men and women between the 
ages of 20 and 45. They received into an antecubital 
vein saline infusions to which were added /-adrenaline 
or /-noradrenaline for 3 minutes at a rate of 10 to 20 yg. 
per minute. Heart-rate and blood-pressure recordings 
showed that /-noradrenaline causes bradycardia whereas 
l-adrenaline causes tachycardia. No subjective sensa- 
tions were reported during the infusions of noradrenaline. 
No explanation is given for the different actions of 
adrenaline and noradrenaline on the heart rate. 

: Vera Winterton 
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Effect of Dibenamine on Renal Function 
C.-Y. WANG and M. Nickerson. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 


1666. 


Soc. exp. Biol., N.Y.] 70, 92-96, Jan., 1949. 
12 refs. 


The authors were unable to substantiate Ogden’s 
observations on the renal toxicity of * dibenamine ”’. 

Clearance tests were carried out on 5 female dogs 

weighing between 10 and 15 kg. which were trained to 
lie quietly during catheterization without anaesthesia. 
Glomerular filtration rate was determined by creatinine 
clearance, and renal plasma flow by sodium p-amino- 
hippurate clearance. Approximately constant plasma 
levels of creatinine and p-aminohippurate were main- 
tained by the continuous infusion of 5% glucose solution 
containing the test substances. The plasma creatinine 
level was maintained at about 10 mg. per 100 ml., while 
the p-aminohippurate level was usually below 2 mg. per 
100 ml. Urine was collected from the bladder every 
10 minutes and the bladder rinsed out with distilled water 
after each collection. Blood samples were taken at the 
midpoint of each urine collection with a syringe contain- 
ing heparin. Creatinine was determined by the alkaline- 
picrate method and the p-aminohippurate by a modifica- 
tion of the method of Bratton and Marshall. Twenty mg. 
dibenamine per kg. was administered intravenously once 
each week for 6 weeks. Three dogs received the drug 
in 100 ml. of 0-9% sodium chloride solution over a 
period of 45 to 60 minutes and 2 dogs received the entire 
dose in | to 5 minutes after preliminary sedation with 
thiopentone to reduce the severity of the convulsions. 
Renal function was redetermined one week after each 
dibenamine injection and also once in each animal during 
the height of the dibenamine action, 14 hours after the 
sixth weekly injection. The mean systemic arterial 
pressure was determined by the use of a capillary mercury 
manometer and direct femoral artery puncture. 

No persistent alterations in glomerular filtration or 
plasma flow occurred in any of the animals except in one 
dog receiving rapid injections of dibenamine, in which 
an increased plasma flow was accompanied by a decreased 
filtration fraction. Clearance tests during the height of 
the adrenergic blocking action showed consistent reduc- 
tion in plasma flow but no reduction in glomerular 
filtration rate. The reduction in plasma flow did not 
persist and was probably due to the general fall in blood 
pressure caused by vasodilatation. Side-effects were 
common with the large doses used and consisted of 
hypernoea, profuse salivation, defaecation, and vomiting. 
Animals receiving the drug rapidly also had convulsions. 

Vera Winterton 


1 fig., 


1667. Influence of Adrenergic Blocking Drug [N-Ethyl-N- 
(2-bromoethyl)-1-naphthylenemethylamine.HBr] on Pyro- 
genic Reaction 

J. A. Wetits and D. P. RALL. Proceedings of the Society 
for Experimental Biology and Medicine [Proc. Soc. exp. 
Biol., N.Y.] 70, 169-171, Jan., 1949. 18 refs. 


Evidence is presented that the adrenergic blocking 
agent 


402 PHARMACOLOGY AND THERAPEUTICS 


amine hydrobromide can modify vasoconstriction of the 
skin mediated by sympathetic nerves and induced by 
pyrogen, and reduce the febrile response of the dog to 
pyrogenic material. Six dogs received intravenously 
mg. of 
methylamine hydrobromide per kg. and 30 minutes 
later 50 yg. per kg. of “ pyromen”’, a purified pyrogenic 
material, also intravenously. Five control dogs received 
pyromen only. Five days later the order was reversed 
and the dogs previously treated with the blocking agent 
now served as their own controls and vice versa. Rectal 
temperatures were taken at 30-minute intervals for 6 
hours. The average temperature for that period and 
the maximum temperature recorded were both expressed 
as increments over basal temperature; the blocking agent 
reduced the average response by about 25%. 

A further series of experiments was carried out on 
curarized dogs in which reduced heat loss due to 
vasoconstriction is the main cause of fever, since heat loss 
in a curarized dog cannot be reduced by diminution of 
ventilation or radiating surface. The dogs received 
D-tubocurarine (1-5 mg. per kg. intravenously and then 
hourly intramuscular doses of 0-5 mg. per kg.). Artificial 
respiration was applied. Fifteen minutes after curariza- 
tion 10 dogs were given the blocking agent and one hour 
later the pyrogen. Thirteen curarized dogs received 
pyrogen only. It was found that the drug delayed the 
onset of the fever and reduced its magnitude by about 
50%. The fact that the pyrogenic reaction was not 
completely abolished in these animals implies either 
incomplete adrenergic blocking by the drug or participa- 
tion of a non-sympathomimetic vasoconstrictor substance 
in the febrile response. Vera Winterton 


1668. The Adrenergic Blocking Effect of Certain 
B-Chloroethyl Amines 

C.C. Hunt. Journal of Pharmacology and Experimental 
Therapeutics [J. Pharmacol.] 95, 177-184, Feb., 1949. 
7 refs. 


The experiments described were designed to determine 
the relation between chemical structure and adrenergic 
blocking activity of a number of §-chloroethyl amines, 
and to study certain aspects of the mechanism of action 
of such compounds. 

The ability of 20 of these compounds to protect mice 
from a lethal dose of adrenaline was investigated; 
a-naphthylmethylethyl-8-chloroethyl amine appeared the 
most active. The results suggested that the time taken 
for the development of the maximal effect of each com- 
pound must not be disregarded. The same group of 
experiments showed that more than one carbon atom 
could be interposed between the nitrogen atom and the 
aromatic group without loss of activity. One compound 
with the aromatic group on the chloroalkyl group was 
effective, but possessed marked cholinergic effects. All 
the compounds with a protective effect in mice produced 
some degree of adrenergic block in cats, as measured by 
depression of the effects of adrenaline and noradrenaline 
on the blood pressure and by reduction of the contractile 
responses of the nictitating membrane to cervical 
sympathetic stimulation. 
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In vitro experiments were performed with a few 
compounds to determine their ability to block the effects 
of adrenaline on the rabbit’ duodenum, uterus, and 
papillary muscle. 

Experiments in cats with crossed circulation showed 
that the effect of intravenous dibenamine persisted for 
some time. This was confirmed by injecting sodium 
thiosulphate into mice before the adrenergic blocking 
agent. This prevented the blocking effect of the latter 
for a short time, but the thiosulphate was excreted 
quickly and the effect appeared later. P. A. Nasmyth 


1669. Effect of Aminophyllin on the Coagulation of 
Human Blood 

D. W. BLoop and M. C. PATTERSON. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N.Y.] 69, 130-133, Oct., 1948. 7 refs. 


Some reports have suggested that a number of methyl- 
xanthines have an accelerating action in blood coagula- 
tion (Field, Larsen, Spero, and Link, J. biol. Chem., 1944, 
156, 725; and Link, Harvey Lectures, 1943-4, 39, 126). 
This paper describes two experiments designed to dis- 
cover the effect of aminophyllin (theophyllin-ethylenedi- 
amine) on the coagulation of human blood. One group 
of 18 patients was given a single intravenous dose of 
0-48 g. of aminophyllin, and a second group of 12 
patients was given 0-2 g. orally four times a day for 7 days. 
In neither group were there statistically significant 
changes in the clotting times or prothrombin times. 
This supports the findings of Poindexter and Meyers 
(Quart. Bull. Nthwest. Univ. med. Sch., 1946, 20, 130); 
Breytspraat and Greenspan (Amer. J. Med., 1946, 212, 
476); and Gilbert, Dey, and Trump (J. Lab. clin. Med., 
1947, 32, 28). A. W. H. Foxell 


1670. Effect of Dicumarol on Ac-globulin and Pro- 
thrombin Activity 
J. L. Faney, J. H. OLwin, and A. G. Ware. Proceedings 
of the Society for Experimental Biology and Medicine 
[Proc. Soc. exp. Biol., N.Y.] 69, 491-494, Dec., 1948. 
1 fig., 12 refs. 


In the first experiment 7 healthy dogs were given 
dicoumarol orally over 2 to 4 days in sufficient dosage 
to maintain a plasma prothrombin concentration as low 
as 1% of normal for about one week. This was followed 
by a gradual restoration to normal over the next 10 days. 
The Ac-globulin level showed an initial moderate reduc- 
tion, but never fell below 50% of normal. This fall 
began within 4 days of the first dose of dicoumarol and 
was followed by recovery in 10 to 14 days. The increase 
in Ac-globulin concentration often continued beyond 
the original level, in one instance even exceeding it by 
50%, before returning to normal. A similar experiment 
was then carried out on 8 human patients who were 
being treated with dicoumarol after the occurrence of 
intravascular thrombosis. The prothrombin concentra- 
tion was maintained at about 20%, and, after an initial 
fall, the Ac-globulin level returned to normal within 
about 3 weeks of the beginning of therapy; there was no 
rise in Ac-globulin level above the original figure. In a 
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group of 12 patients who had receivéd dicoumarol for - 


periods of | to 14 months, and whose prothrombin levels 
were maintained between 15 and 30% of normal, the 
Ac-globulin level was within normal limits. 

A. W. H. Foxell 


See Section Cardiovascular Disorders, Abstract 1806. 
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1671. Hydrolytic Changes in Solutions of Stilbamidine 
J.D. FULTON and T. W. Goopwin. Journal of Pharmacy 
and Pharmacology [J. Pharm. Pharmacol.] 1, 11-16, Jan., 
1949. 6 figs., 13 refs. 


Henry (Nature, 1943, 152, 691) found that solutions of 
stilbamidine (1) kept in the light at Khartoum decom- 
posed to form 4-carbamyl-4’-amidinostilbene (ID). 
Fulton (Brit. J. Pharmacol., 1948, 3, 75) showed that 
storage in the light at 20°C. in England produced the 
dimer, 1:2:3:4- tetra -(4’ - amidinopheny]l) - cyclo- 
butane; no II was detected. In the present work 
Henry’s results were confirmed with samples sent from 
the Sudan. It is also shown that when fresh solutions of 
I are stored in the light at 37° C., or are autoclaved for 
long periods, considerable amounts of II and of the di- 
carbamyl. compound (III) are formed. Autoclaving 
at one and a half atmospheres for 7 hours produced 52% 
of II and 16% of III. The absorption spectra of I, II, 
and III were indistinguishable. If had no therapeutic 
activity against Trypanosoma rhodesiense or T. congolense 
in mice. When viewed with the fluorescence microscope, 
trypanosomes from mice treated with I showed two bright 
granules, by which the drug was selectively absorbed. 
No granules appeared with II, which was distributed 
uniformly through the parasites. The toxicity of fresh 
solutions of I and II was determined by intraperitoneal 
injection at three dose levels into groups of 5 to 20 mice. 
The results are interpreted as indicating that II is more 
toxic than I. Autoclaving for 20 minutes at 5 lb. per 
sq. in. (0-35 kg. per sq. cm.) pressure had no significant 
effect upon toxicity and no carbamyl derivatives could be 
recovered from the solution. It is therefore unlikely that 
the cerebral lesions produced in dogs by the injection of 
autoclaved solution by Oastler and Fidler were caused 
by II or III. 

[The difference in toxicity between I and II is not 
impressive in the results presented. II is certainly less 
than twice as toxic as I, so that the presence of II does not 
explain the five-fold increase in toxicity which occurs 
upon exposure of solutions of stilbamidine to light.] 

L. G. Goodwin 
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1672. Observations on the Use of Procaine-penicillin 
M. J. Carson, R. B. GERSTUNG, and H. A. MAzur. 
Journal of Pediatrics Pediat.) 34, 40-43, Jan., 1949. 
2 refs. 


Among the penicillin preparations designed to avoid 
the need for frequent injection and at the same time to 
maintain effective serum concentration is procaine 
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penicillin. In this paper is presented a clinical study of a 
procaine—penicillin preparation known as “ duracillin ’’. 
This is a crystalline salt of procaine penicillin G suspended 
in sesame oil; each ml. contains 300,000 units of 
penicillin, and the preparation remains stable at room 
temperature. 

The preparation was tested on 13 healthy and 41 sick 
children. The initial dose was roughly graded by weight, 
150,000 units being given to infants of under 11 kg. 
weight, and 300,000 units to those above this weight. 
In the group of healthy children absorption after injec- 
tion was rapid, with high titres in serum after half an 
hour. After 12 hours the lowest titre was 0-1 unit per 
ml.; after 24 hours titres were less than 0-1 unit in 3 cases. 
In the group of 41 sick children with varying types and 
degrees of infection, the clinical and therapeutic results 
were described as “‘ in no manner different from those 
obtained in similar groups of patients’’ treated with 
crystalline penicillin. In the more seriously ill children 
the injections were repeated at 12-hour intervals until 
improvement took place; in the others the interval 
between injections was 24 hours. Only in one instance 
was a titre of less than 0-1 unit per ml. found 24 hours 
after injection. None of the children showed an allergic 


or toxic reaction; in one case a sterile abscess developed. — 


It is pointed out that one of the products of hydrolysis 
of procaine within the body is p-aminobenzoic acid, and 
that this compound in small amount will inhibit the 
action of much larger amounts of sulphonamide drugs. 
The authors therefore advise that procaine-penicillin 
should not be combined with sulphonamides in the 
treatment of infections. C. McNeil 


1673. Procaine Penicillin G in Sesame Oil: A Study of 
Reactions and Results in 400 Cases 
W. E. WELLMAN and W. E. HERRELL. Proceedings of 
the Staff Meetings of the Mayo Clinic [Proc. Mayo Clin.] 
23, 595-600, Dec. 8, 1948. 3 refs. 


This report is an analysis of the therapeutic results 
and the incidence of immediate, delayed, local, or 
generalized reactions following- 1,718 intramuscular 
injections of procaine penicillin G in sesame oil into 400 
patients. The preparation contains 300,000 units of 
penicillin per ml. of sesame oil. This oil is preferred 
because no reactions have followed its use so far and 
allergic reactions to peanut oil have been observed. 
Procaine penicillin G should’ not be administered to 
anyone known to be sensitive to procaine. 

The authors give 7 points relating to the technique of 
administration. They prefer the 10 ml. ampoule because 
shaking is facilitated and an evenly divided suspension 
obtained. A needle smaller than 20 gauge is not 
recommended, and the use of a Luer-lock syringe 
obviates separation of the needle from the syringe. 
Injections should be made by a quick stab deep into the 
muscle of the upper outer quadrant of the buttock. 
The material must not be given subcutaneously. The 
needle should enter the tissues at right angles to the skin 
surface, so as to avoid blood vessels, and should then 
be quickly withdrawn, and the area should not be 
massaged. The authors suggest that there is a slight 


antihistaminic effect in addition to the prolongation of 
action of penicillin and the anaesthetic effects. 

For each of the 400 patients the median number of 
injections was 3. The total number of reactions was 3 
(0-75%). Two of the reactions consisted of develop- 
ment of an area of local redness and oedema at the site 
of the injection, and there was one case of generalized 
urticaria. For prolongation of action and good thera- 
peutic effect in treating moderately severe infections this 
is the preparation of choice. Malcolm Woodbine 


1674. The Serum Concentration of Penicillin G in Mice, 
Rabbits, and Men after its Intramuscular Injection in 
Aqueous Solution 

H. EaGie, R. FLEISCHMAN, and A. D. MussELMAN, 
Journal of Bacteriology [J. Bact.] 57, 119-126, Jan., 
1949. 6 figs., 9 refs. 


The results of these precise studies on penicillin levels in 
serum after intramuscular injection of penicillin G 
in aqueous solution are presented in a series of graphs 
and tables. The highest concentration at a given time, 
the greatest initial level, and the longest time for which a 
given dose maintained a measurable concentration in 
the serum were found in man. Penicillin disappeared 
more rapidly from human serum than from that of the 
rabbit. Doubling the dose would prolong a given serum 
level in man by one hour. J. E. M. Whitehead 


1675. New Penicillin Products for Sustained Effects 

L. Lowe, A. E. SopeL, and E. ALTURE-WERBER. Journal 
of Laboratory and Clinical Medicine [J. Lab. clin. Med.] 
34, 67-73, Jan., 1949. 4 figs., 7 refs. 


The authors studied certain new preparations of 
penicillin designed to give prolonged activity after a 
single injection and also to be active when given by 
mouth. A penicillin-protein gel was made by mixing 
1 g. of sodium penicillin G with 0-5 or 2-5 g. of gelatin 
in 15 ml. of water, freeze-drying, and treating the dried 
material overnight at 0° to 4° C. with 5 ml. of 40% 
formaldehyde in 125 ml. acetone. The precipitate was 
filtered off, dried in vacuo, and finely ground. The 
potency of the product was assayed colorimetrically and 
bacteriologically, the penicillin being first liberated from 
the protein complex by tryptic digestion. ‘ 

Experiments were carried out on rabbits with doses 
equivalent to 300,000 Oxford units, blood being with- 
drawn at intervals for determination of penicillin content. 
After the injection of crystalline sodium penicillin G in 
saline, penicillin could be detected in the blood for 
9 hours. Implantation of the new product under the 
skin in open capsules produced blood penicillin levels 
detectable up to 45 hours, whereas with saline suspen- 
sions injected subcutaneously the period was 24 hours. 
When the gel was suspended in ethylene glycol to stabilize 
it the results were the same as with saline, but when 
** tween 20” was used for suspension penicillin was detect- 
able for 40 hours. Somewhat similar findings were 
obtained with cupric or ferric penicillin-protein complexes. 

The prolonging action of tween 20 was further studied 
in rabbits, 500,000 units of sodium penicillin G being 
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given. When tween 20 was injected mixed with penicillin 
the latter remained detectable up to 48 hours; when the 
tween 20 was injected 3 hours before the penicillin and 
at a different site, penicillin was found up to 24 hours; 
and when two injections of tween 20 were given 6 and 
3 hours respectively before the penicillin, the latter was 
detectable up to 67 hours. 

Preliminary trials in human beings showed that 
injection of the protein-penicillin complex in which the 
proportion of protein to penicillin was 0-5 to I yielded 
blood levels of relatively high order over 24 hours; with 
higher proportions of protein the results were less good. 
The intramuscular injection of 500,000 units of sodium 
penicillin G in 5 ml. of tween 20 produced blood 
penicillin levels detectable up to 20 hours. Intravenous 
infusion of 5 mega units in saline in 24 hours while 
10 ml. of tween 20 was given by mouth every 4 hours 
resulted in an enhancement of the blood level beginning 
after 4 hours and reaching its peak at 20 hours, when a 
7-fold increase was attained. Administration of the gel 
by mouth to a fasting subject, in a dose of 500,000 
units of penicillin, followed by 10 ml. of tween-20 orally 
every 2 hours produced therapeutic levels throughout the 
16 hours of the experiment. Experiments still in progress 
indicate that such concentrat.ons may persist for 24 hours 
after a single oral dose of 300,000 units of the gel, with or 
without tween 20. The authors note that so far there 
have been no toxic manifestations following the admini- 
stration of tween 20 to human beings. 

J. E. M. Whitehead 


1676. Cytochemical Mechanisms of Penicillin Action. 
VIII. Involvement of Ribonucleic Acid Derivatives 

R. Pratr and J. DurreNoy. Journal of Bacteriology 
[J. Bact.] 57, 9-13, Jan., 1949. 1 fig., 21 refs. 


Assay plates seeded with either Staphylococcus aureus 
or Bacterium coli were incubated for 16 hours with 
penicillin or polymyxin respectively. Sometimes the 
plates were incubated for 3 hours before adding the 
antibiotic, and then re-incubated for 3 hours, thus 
exposing the organisms in the log phase to the antibiotic. 
On flooding the plates with a 0-1% solution of triphenyl- 
tetrazolium chloride the zones of inhibition were out- 
lined by a red ring indicating enhanced reducing activity. 
After flooding the plates with a 0-1% solution of trypan 
blue in a 0-1 M solution of potassium dihydrogen 
phosphate, rinsing after 5 minutes with phosphate buffer 
until no more dye was removed, and rinsing with methylal 
followed by acetone, the dye was retained in the zone of 
enhanced growth and in the outer portion of the zone 
of inhibition. That the region staining blue overlapped 
on the outer side with that stained by the red dye was 
demonstrated by first staining with the triphenyltetrazo- 
lium chloride and then with trypan blue. Microscopical 
examination of the outer zone showed normal colonies 
stained red, the cells of which contained central blue 
inclusions. The inner zone showed no red staining, the 
cells being paired and in chains and having a bipolar 
distribution of the blue dye. Cells from the innermost 
region showed stippling with trypan blue. It was thus 
demonstrated that exposure of the organisms to sub- 


bacteriostatic concentrations of the antibiotics resulted 
in an increase in reducing activity, whereas bacteriostatic 
concentrations suppressed this activity while allowing 
the cells to absorb trypan blue. It is concluded that the 
inhibition of the enzyme systems responsible for the 
splitting off of phosphoric acid from the ribose fraction, 
and of those involved in hydrogen transfer, is funda- 
mentally related to the action of these antibiotics on these 
organisms. E. M. Whitehead 


1677. Pharmacology of Allylthiomethyl- and n-Butyl- 
thiomethylpenicillin 

C. L. Rose, P. N. Harris, O. K. BEHRENS, and K. K. 
CHEN.- Journal of Laboratory and Clinical Medicine [J. 
Lab. clin. Med.} 34, 126-132, Jan., 1949. 23 refs. 


This work is principally concerned with the toxicity to 
the central nervous system of animals of two new 
penicillins—allylthiomethylpenicillin (AT) and n-butyl- 
thiomethylpenicillin (BT)—as compared with that of 


_ benzylpenicillin (penicillin G). Intracerebral injections 


of various concentrations of the antibiotics were made in 
mice, intracisternal injections in rabbits, and intralumbar 
injections in dogs, and the toxicity assessed. In animals 
which died as a result of the injections necrosis of 
cerebral ganglion cells was found, especially in the region 
of the hippocampus major. The least toxic of the group 
was penicillin BT, and it was found that intravenous 
**sodium amytal ” reduced the toxicity of penicillins G 
and AT. Diffusion experiments showed that penicillin 
passed more readily into the blood from the cerebro- 
spinal fluid than in the reverse direction. Attempts to 
produce sensitization of guinea-pigs to penicillins AT 
and BT failed, although the animals could be rendered 
sensitive to penicillin G. J. E. M. Whitehead 


STREPTOMYCIN 


1678. Experimental Streptomycin Therapy in Mice 

E. Jawetz. Proceedings of the Society for Experimental 
Biology and Medicine [Proc. Soc. exp. Biol., N.Y.] 69, 
105-108, Oct., 1948. 11 refs. . 


The author, working in the Division of Bacteriology 
of the University of California Medical School, San 
Francisco, suggests that in animals subjected to the effects 
of overwhelming infection, usually by unnatural routes, 


_ and then treated before there is clinical evidence of 


disease the effects of chemoprophylaxis rather than of 
chemotherapy are demonstrated. This suggestion was 
examined with reference to a pneumotropic Pasteurella 
infection in mice. 

The inoculum was 10° bacteria in 0-03 ml. of a diluted 
8- to 12-hour broth culture of the organism injected 
intracerebrally or intranasally under light ether 
anaesthesia into 21-day-old mice (weighing 10 to 14 g.). 
The animals were observed for 10 days and the survivors 
examined for lung lesions. With intracerebral infection 
there were no untreated survivors, and in the treated 
survivors no lesions were found. With intranasal 
infection, not all untreated mice died and some survivors 
had extensive lung lesions. The various doses of 
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streptomycin were administered subcutaneously. Mice 
survived when treatment began, within 4 hours of 
intracerebral infection, with a total dose of 0-3 g. per kg. 
given in three equal doses. The main factor in survival 
was the time interval between infection and the first 
administration of the streptomycin. Larger doses were 
required to combat intracerebral than respiratory 
infection and, if treatment of the pulmonary infection 
was delayed for 18 hours, differences appeared in the 
effectiveness of doses giving similar results when 
administered immediately. Malcolm Woodbine 


1679. WHypertrichosis in Connexion with Streptomycin. 
(Hypertrichosis streptomycin kezelés kapcsan) 

R. Fono. .Orvosok Lapja [Orv. Lapja)| 5, 51-52, Jan. 17, 
1949. 3 figs. 


When children with miliary and meningeal tuberculosis 
were treated with streptomycin hypertrichosis was noted 
after 6 to 8 weeks. Patients of both sexes were affected, 
regardless of their age (up to 15 years) and general 


condition. There was no change in the growth of hair * 


even after the streptomycin treatment was discontinued. 
The reason for the development of the hypertrichosis 
cannot be stated definitely, but the condition is probably 
due to a specific action of streptomycin. Vera Novy 


1680. Cutaneous Changes Produced by Streptomycin in 
Hospital Workers. (Alterazioni cutanee prodotte dalla 
streptomicina nel personale di assistenza) 

D. Oriccuio. Annali dell’Istituto Carlo Forlanini” 
[Ann. Ist. C. Forlanini] 11, 369-381, 1948. 11 figs., 
5 refs. 


The author has studied 37 cases of skin eruption 
amongst hospital workers whose duties included the 
administration of streptomycin, 4 other cases showing 
general symptoms having been described previously 
(Ann. Ist. C. Forlanini, 1948, 11, Fasc. Il). The symptoms 
at the onset included malaise, headache, dizziness, and 
general itching, eczema subsequently appearing on 
various parts of the body, particularly the fingers (on 
both palmar and dorsal aspects), eyelids, external 
genitalia, and lobes of the ears—in that order. There 
were painful cracks on the fingers, ears, and genitalia. 
The eczema consisted of small blisters which broke and 
discharged a clear fluid, the eruption extending locally 
and also spreading to other parts of the body. Then 
followed a dry stage with fine, powdery desquamation. 
Pyogenic infection led in some cases to painful chronic 
sores in the cracked skin. 

The appearance was not characteristic, and the con- 
dition may te wrongly diagnosed and thus unsuccessfully 
treated. In this series a specific diagnosis was made 
because: (1) the lesions healed or improved when 
handling of streptomycin was stopped and ‘reappeared 
when contact with the drug was resumed; and (2) the 
injection of small doses of streptomycin intradermally 
was followed by local, and sometimes general, reaction. 
Skin injuries on the hands which might account for 
sensitization to the drug or to other substances were 
carefully searched for, and precipitin tests and blood 


counts were carried out in every case. Clinical and 
laboratory data from each case are tabulated. 

The first evidence of skin changes appeared 4 to 6 
months after first exposure to the drug, and the condition 
lasted for 1 to 12 months or longer. 

Precipitin tests were negative and the Prausnitz 
(? Prausnitz-Kustner] technique failed to show passive 
transfer of any allergic reaction. Every patient had a 
persistent slight eosinophilia. In all cases the skin had 
prefiously reacted to tuberculin in dilutions of 1 in 5,000 
to 1 in 1,000,000. 

Amongst 500 patients in the hospital who received 
streptomycin 18 showed evidence of sensitization— 
local erythema, urticaria, and sometimes asthmatic signs 
calling for interruption of treatment. Compared with 
the affected ‘hospital workers, skin changes in the 
patients were milder but more widespread and healed 
spontaneously and easily. J. Cauchi 


1681. A Laboratory and Clinical Investigation of 
Dihydrostreptomycin 

L. B. Hopson, R. Tompsett, C. MUSCHENHEIM, and 
W. McDermott. American Review of Tuberculosis 
[Amer. Rev. Tuberc.] 58, 501-524, Nov., 1948. 8 figs., 
21 refs. 


This is the report of an investigation to determine if 
dihydrostreptomycin is toxic, how its toxicity compares 
with that of streptomycin, and what its relative therapeutic 
effectiveness might be. In investigating the first two of 
these points both clinical and animal studies were carried 
out. 

The concentration of dihydrostreptomycin in the 
serum of cats and in the serum and cerebrospinal fluid 
of human subjects was studied after intramuscular 
administration of the drug. It was found that the serum 
concentration one hour after intramuscular administra- 
tion, and the rate of fall in concentration thereafter, 
were comparable to values obtained with streptomycin 
in both man and cat. Similarly, concentrations of 
dihydrostreptomycin in the cerebrospinal fluid were not 
significantly different from values for streptomycin. It 
is unlikely, therefore, that differences in the neuro- 
toxicity of the two drugs can be explained on the basis 
of failure of either drug to penetrate the blood-brain 
barrier. 

Examinations for toxicity were made in an investiga- 
tion in cats and in human beings. Dihydrostreptomycin 
produces essentially the same neurotoxic signs as strepto- 
mycin, but these manifestations appear later and less 
uniformly when the dihydro derivative is used. In 
10 patients treated in this study, evidence of vestibular 
damage appeared later and less uniformly with 5 g. of 
dihydrostreptomycin daily than it had in patients given 
3 g. of streptomycin daily. Dihydrostreptomycin, like 
streptomycin, may cause damage to the auditory 
apparatus. 

Dihydrostreptomycin was well tolerated by patients 
who were hypersensitive to streptomycin. To 5 patients 
the dihydro derivative was given in doses up to 2 g. daily 
with no untoward reaction at times when hypersensitivity 
to streptomycin was readily demonstrable. In the 12 
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cases of pulmonary tuberculosis reported, the therapeutic 
results were judged to be as good as those obtained with 
streptomycin. Resistant strains of tubercle bacilli 
emerged in the same fashion as with streptomycin. 
However, strains which were highly resistant to one 
compound were resistant to the other. M. Daniels 


1682. The Clinical Administration of Dihydrostrepto- 
mycin in Tuberculosis. A Preliminary Report. 

H. C. HinsHAw, W. H. FELDMAN, D. T. Carr, and H. A. 
BROWN. American Review of Tuberculosis [Amer. Rev. 
Tuberc.] 58, 525-530, Nov., 1948. 2 refs. 


The authors report in detail on the toxic manifestations 
observed when dihydrostreptomycin was administered 
to 14 patients, 13 of whom were suffering from tuber- 
culosis of various types. Evidence of severe nerve 
damage was found in one case only; the patient had 
received a total of 28-4 g. streptomycin, but this had been 
discontinued because of severe vertigo. Six weeks later 
3:2 g. of dihydrostreptomycin per day was administered; 
after 20 days of such treatment severe dizziness was noted, 
and the labyrinths, which reacted normally to caloric 
stimulation before dihydrostreptomycin was started, 
were very sluggish after treatment was completed. 
This patient had renal insufficiency, and the dihydro- 
streptomycin content of the blood serum reached high 
levels. 

A second patient developed mild symptoms of vesti- 
bular dysfunction after 42 days’ treatment with 3 g. per 
day, and caloric tests revealed hypoactivity of the 
vestibular apparatus. In no other case did any sub- 
jective or objective evidence of nerve damage develop, 
though these patients had doses of 2-0 to 3-0 g. per day 
for 60 days or longer. No allergic manifestations were 
observed, and one patient who was highly sensitive to 
streptomycin tolerated dihydrostreptomycin without any 
difficulty. The only unfavourable attribute of dihydro- 
streptomycin noted was irritation of the tissues at the 
site of injection. In each of 3 patients with tuberculous 
meningitis it was necessary to discontinue intrathecal 
therapy after 2 to 14 injections because of evidence of 
spinal-cord irritation and cerebrospinal-fluid block. 

The authors stress that the series of patients reported 
on is not large enough, nor is the period of observation 
sufficiently long, to have revealed all of the possible 
toxic potentialities of dihydrostreptomycin. 

M. Daniels 


1683. The Distribution of Dihydrostreptomycin in Various 
Body Fluids 

L. Levin, D. T. Carr, and F. R. HEILMAN. American 
Review of Tuberculosis [Amer. Rev. Tuberc.] 58, 531-536, 
Nov., 1948. 12 refs. 


_The authors have studied the concentrations of 
dihydrostreptomycin in the blood and other body fluids. 
The determinations were performed by a modification 
of the cup-plate method of assay. 

After intramuscular administration the drug was 
rapidly absorbed into the blood, the greatest concentra- 
tion being reached in about one hour. Significant 
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quantities were found in the blood for 24 hours after the 
intramuscular administration of 1-0 or 2-0 g. The drug 
passed through the placental membrane in significant 
quantities. It was found in significant quantities in the 
pleural fluid and the cerebrospinal fluid of patients who 
had been given intramuscular injections. It was 
excreted in large amounts in the urine, 70% or more of 
the daily dose being present in each 24-hour sample. 
The authors conclude that the absence of neuro- 
toxicity cannot be attributed to low concentration of the 
drug in the blood. M. Daniels 


1684. Development of Bactericidal Activity Against the 
Tubercle Bacillus in the Serum and Urine of Subjects 
Treated with Streptomycin. (Evolution du pouvoir 
bactéricide, pour le bacille de Koch, du sérum et des 
urines des sujets traités par la streptomycine) 

P. CourmontT, H. GARpDERE, and G. Déries. Comptes 
Rendus des Séances de la Société de Biologie [C.R. Soc. 
Biol., Paris| 143, 42-43, Jan., 1949. 2 refs. 


See Sections Microbiology, Abstract 1766; Venereal 
Diseases, Abstract 1942; Genito-Urinary Disorders, 
Abstracts 1949, 1952. 


OTHER CHEMOTHERAPEUTIC AGENTS 


1685. Experimental Study of the Antituberculous Action 
of Sulphetrone, Compared with that of Promin. (Etude 
expérimentale de l’action antituberculeuse de la sulfé- 
trone, en comparaison de celle de la promine) 

C. Levapiti, A. VAISMAN, and P. Lévy. Comptes 
Rendus des Séances de la Société de Biologie [C.R. Soc. 
Biol. Paris] 143, 28-30, Jan., 1949. 1 fig., 6 refs. 


A comparison was made between the effects of 
** sulphetrone and “ promin”’ promanide *’) in mice 
experimentally infected with tuberculosis by the intra- 
venous injection of 1 mg. of tubercle bacilli (strain H512). 
One group served as controls, one group received sulphe- 
trone 50 mg. daily per os for 25 days (total 1,100 mg.), 
and the third group received 30 to 50 mg. of promin daily 
over the same period (total 590 mg.). All the animals 
in the control group died in from 12 to 43 days, and with 
sulphetrone and promin the mortality was the same, 
death occurring between 21 and 40 days after infection 
in the group receiving sulphetrone and between 11 and 
46 days after infection in that receiving promin. [No 
detailed figures or statistical analysis of the results are 
given, yet it was concluded that promin appeared to have 
a better therapeutic action than sulphetrone, but that 
both were inferior to streptomycin.] R. Wien 


1686. Dithiocarbamic Acid Derivatives. I. The Rela- 
tion of Chemical Structure to in vitro Antibacterial and 
Antifungal Activity against Human Pathogens 

C. R. MILLeR and W. O. ELson. Journal of Bacteriology 
[J. Bact.] 57, 47-54, Jan., 1949. 7 refs. 


A number of derivatives of dithiocarbamic acid, known 
for their value in the treatment of plant diseases, were 
examined for their in vitro activity against various human 
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pathogenic bacteria and fungi. At the same time their 
activity was compared with that of various antibacterial 
and antifungal local chemotherapeutic agents. Certain 
of the compounds showed an activity against the bacteria 
comparable with that of propamidine. A few of the 
compounds were found to be highly active against the 
fungi. A number have been selected for further study. 
The authors discuss the relation of the chemical 
structure to the activity of the compounds. 

J. E. M. Whitehead 


1687. Biocerin: An Antibiotic Produced by Bacillus 
cereus 

C. W. JoHNsoN, H. D. West, H. L. Jones, and C. J. 
LonGc. Journal of Bacteriology {J. Bact.] 57, 63-65, 
Jan., 1949. 2 refs. 


The authors make a preliminary report on “ biocerin”’, 
an antibiotic obtained from a strain of Bacillus cereus. 
The substance can be extracted by ether after growth of 
the organism in a simple synthetic medium. Of the 
organisms against which it was tested, staphylococci were 
the most susceptible. The presence of serum decreased 
its activity. An injection of 20 mg. of the crude material 
was survived by all of 10 mice observed for 5 days. 

J. E. M. Whitehead 


1688. Urinary Excretion of Aureomycin 

H. S. E. B. Weis, T. F. PAINE, and M. FINLAND. 
Proceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N.Y.] 69, 174-175, 
Oct., 1948. 2 figs., 2 refs. 


The authors, working in the Thorndike Memorial 
Laboratory of the Boston City Hospital and the Harvard 
Medical School, Boston, record results of the study of 
urinary excretion of aureomycin after single and multiple 
doses. 

The specimens were assayed by using a special strain of 
Streptococcus which was inhibited completely by 0°5 yg. 
aureomycin per ml. When single oral doses of 0-5 or 
0-75 g. of aureomycin were given to 2 fasting normal 
adult males, the urine possessed antibiotic activity for 
more than 33 to 55 hours. High concentrations were 
excreted between 2 and 16 hours, the highest rate of 
excretion occurring between 2 to 8 hours. These results 
suggest that oral doses of aureomycin should be given 
8-hourly. 

Studies of the total amount excreted in the urine were 
made on 2 patients receiving two doses of aureomycin 
_-daily for several days. “One patient received 0-25 g. 
twice daily for 10 days and 5% was recovered. The 
other patient received 0-5 g. twice daily for 7 days and 
2% was recovered. These results compare with the 
13-4% (500 mg. dose) and 11-5% (750 mg. dose) obtained 
after single oral doses in the normal subjects. Both 
patients were acutely ill, however, and the lower amounts 
recovered may have been due to poorer absorption. 

Malcolm Woodbine 


See Section Genito-Urinary Disorders, Abstract 1947. 
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1689. Poisonous Quails in France (Les cailles empoison- 
neuses en France. Deuxiéme note) 

E. SeRGENT. Archives de l'Institut Pasteur d’ Algérie 
[Arch Inst. Pasteur Algér.| 26, 249-252, 1948. 3 refs. 


It will be remembered that in the second year of their 
wanderings in the desert the children of Israel arrived at a 
place identified with the modern Hazira in the North of 
Sinai some 50 kilometres from the coast of the Mediter- 
ranean. They were a prey to famine, when a wind from 
the south arose and blew on to the camp large numbers of 
quails. In assuaging their hunger many of the children 
of Israel died “* while the flesh was yet between their 
teeth ’’ (Numbers xi. 31-4). 

It is pointed out that in certain parts of Algeria, 
especially round Constantine, and also in the South of 
France, quails killed in springtime are sometimes poison- 
ous, whereas those killed in autumn when the quails 
instead of migrating from the south to the north are 
coming back from Europe are never poisonous. In 
the majority of cases the symptoms are those of poisoning 
by hemlock; similar symptoms can be produced in 
dogs by feeding them on quail which have lived on the 
seeds of Conium maculatum L. This species of hemlock 
is common in Algeria where it seeds from April to August, 
the period when quails from the south are migrating from 
Africa to Europe. In some instances instead of paralytic 
symptoms the eating of quails in the spring is accom- 
panied by feelings of suffocation and by the appearance 
of red plaques all over the body, accompanied by severe 
itching. These symptoms appear to be due to the fact 
that the quails have eaten the seeds of another umbelli- 
ferous plant Génanthe crocata and possibly other species 
of @nanthe. Although the symptoms of quail poisoning 
are very alarming they have never been fatal in modern 
times. G. M. Findlay 


1690. Chronic Arsenical Poisoning. I. Electrocardio- 
graphic Changes and other Manifestations in Cardio- 
vascular System. II. Mucosal Symptoms and Patho- 
genesis, (Uber die chronische Arsenvergiftung. I. 
Ekg-veranderungen und andere Erscheinungen am 
Herzen und Gefass-system. II. Schleimhautsymptome 
und Pathogenese) 

K. H. BuTZeENGEIGER. Deutsches Archiv fiir Klinische 
Medizin (Dtsch. arch. klin. Med.| 194, 1-16, 1949. 2 figs., 
36 refs. 


The literature on chronic arsenical poisoning in wine- 
growers, due to use of insecticides, is reviewed. Electro- 
cardiographic abnormalities attributable to arsenic were 
present in 36 out of 107 cases studied. Depression of the 
ST segment and flattening of the T wave were common, 
elevation of the ST segment and inversion of the T wave 
less common. Clinical signs of cardiac disturbance, 
though sometimes present, were not striking. Mucosal 
changes, mainly catarrhal, were present in most of 216 
cases examined; conjunctivitis, stomatitis, inflammation 
of the nose, throat, and bronchi, and enteritis were com- 
mon but urethritis was rare. Bernard Freedman 
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1691. The Pathology of Phenyldichloroarsine Poisoning 
in Rabbits 

J. DeKANSKI. British Journal of Experimental Pathology 
[Brit. J. exp. Pathol.| 29, 39-47, Feb., 1948. 4 figs., 
8 refs. 


This is a careful description of the pathological changes 
resulting in rabbits contaminated with phenyldichloro- 
arsine, a vesicant which resembles lewisite in its general 
action (see Cameron, Courtice, and Short, Quart. J. exp. 
Physiol., 1947, 34, 1). Capillaries are damaged and 
severe haemorrhage follows, accompanied by a shock- 
like syndrome. Liver and kidney destruction also occurs. 

[The mass of detail in this report does not lend itself 
to a summary but should be read in the original.] 

G. R. Cameron 


1692. Dibutoline as an Antidote for aeeedinads Fluoro- 
phosphate Poisoning in Mice 

C. H. BicoGins. Journal of Laboratory and Clinical 
Medicine [J. Lab. clin. eel 34, 123-125, Jan., 1949. 
11 refs. 


Dibutoline (dibutyl-urethane of dimethyl-ethyl-§- 
hydroxyethyl ammonium sulphate) possesses definite 
parasympathetic blocking action and no stimulating 
action, and has an atropine-like effect. Atropine pro- 
vides various degrees of protection against the muscarinic 
effects of diisopropylfluorophosphate (DFP) in cats, 
rabbits, and mice, and hence dibutoline was tested to 
determine if it would protect against DFP poisoning, 
presumably due to a combination of nicotinic and 
muscarinic actions. Groups of mice were given intra- 
peritoneal injections of fresh DFP solution in Ringer’s 
solution to determine its toxicity. In general the LD 50 
was between 0-125 and 0-250 mg. per 25 g. of animal 
weight. In other mice given dibutoline no deaths oc- 
curred with 0-313 mg. per animal. This dose of dibuto- 
line administered one minute before the DFP reduced the 
percentage mortality. Atropine in a dose of 0°02 mg. 
per animal similarly reduced the mortality, and both 
dibutoline and atropine can be regarded as moderately 
efficient as antidotes in mice when their injection precedes 
that of DFP. Doses of DFP had some protective action 
in mice against lethal doses of dibutoline. 

[This compound appears to possess no advantages 
over atropine. It is one-tenth as potent, and is effective 
at levels too near the lethal dose. No single drug has 
yet been found which will protect against both nicotinic 
and muscarinic actions when these are exerted by an 
anticholinesterase agent such as DFP.] G. B. West 


1693. The Effect of Ethanol and Various Metabolites on 
Fluoracetate Poisoning 

J. O. HuTcHENS, H. WAGNER, B. PopoLsky, and T. M. 
McManuon. Journal of Pharmacology and Experimental 
Therapeutics [J. Pharmacol.] 95, 62-70, Jan., 1949. 
2 figs., 7 refs. 


Sodium fluoroacetate (‘1080’), used for rodent 
control, may accidentally poison sheep, cattle, and even 


man. Dogs are particularly susceptible. The authors 


have studied the use of ethanol, acetate, and other sub- . 


stances on animals experimentally poisoned with 1080 
(mice subcutaneously, guinea-pigs intraperitoneally, 
rabbits subcutaneously, and dogs intravenously). When- 
ever sufficient data were available the LD 50 was deter- 
mined, with the usual statistical tests for significance. 
Large doses of an ethanol and acetate mixture ad- 
ministered to mice possibly had a beneficial effect, but 
since acetate is produced by oxidation of ethanol more 
extensive experiments were carried out with ethanol 
alone. The subcutaneous injection of 0-2 to 0-5 ml. of 
a 10% solution of ethanol was effective therapeutically, 
especially if the injection was given five to ten minutes 
after the 1080. Citrate, succinate, fumarate, malate, 
glycerol, pyruvate, glycine, glutamic acid, and dinitro- 
phenol had no significant effects on the mortality of the 
mice. Pentobarbital was also ineffective. Ethanol was 
an effective antidote in guinea-pigs and rabbits, but not in 
dogs. The latter species benefited by light pentobarbital 


- anaesthesia maintained for 18 to 24 hours. There is a 


marked species difference in the susceptibility to poison- 


ing with 1080, the LD 50 being for mice 19-3 mg. per kg. - 


and for rabbits 0-378 mg. per kg. with subcutaneous 
doses. The cause of death is probably different. As the 
authors point out, the chief value of this paper is its 
contribution to the understanding of the mechanism of 
action of 1080. G. F. Somers 


1694. Studies on the Toxicity and Mechanism of Action 
of p-Nitrophenyl Diethyl Thionophosphate (Parathion) 

K. P. DuBors, J. DouLt, P. R. SALERNO, and J. M. Coon. 
Journal of Pharmacology and Experimental Therapeutics 
[J. Pharmacol] 95, 79-91, Jan., 1949. 21 refs. 


“ Parathion ” is an insecticide especially valuable for 
the extermination of plant insects. This paper contains 
results of extensive studies of its toxicity and pharmaco- 
logical action in mammals. Toxicity tests were con- 
ducted on rats, mice, cats, and dogs. By the intra- 


peritoneal route the LD 50 in mg. per kg. was: for male | 


rats 7, female rats 4, mice 5 to 10, cats 3 to 5, and dogs 
12 to 20. The LD 50 by the oral route for male rats 
was 15 and for females 6 mg. per kg. Rats, cats, and 
mice showed similar susceptibilities but dogs were some- 
what more resistant. The oxygen analogue of parathion, 
diethyl-p-nitrophenylphosphate, was considerably more 
toxic than parathion. Since female rats were more 
susceptible than male rats, 12 male rats and 12 female 
rats were treated, for 3 days before intraperitoneal injec- 
tion of parathion, with acetylstilboestrol (0-4 mg. per kg. 
daily) and testosterone (0-8 mg. per kg. daily) respectively. 
Diethylstilboestrol increased the susceptibility of male 
rats while testosterone decreased the suceptibility of 
female rats to the insecticide. In mice, toxic doses of 
parathion caused convulsions and death from respiratory 
failure. In cats and dogs severe symptoms of central 
and parasympathetic stimulation developed and the 
animals died from respiratory failure. 

A cumulative toxic action was observed in rats after 
daily administration of sublethal doses of the drug. In 
anaesthetized cats and dogs, irregular blood pressure 
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responses were observed after intravenous injection of 
parathion, a slight fall or rise being observed on different 
occasions. Bradycardia could be prevented by atropine 
or procaine. The depressor response to acetylcholine 
was augmented. On the isolated heart there was a 
direct toxic action. Parathion was found to be a strong 
inhibitor of cholinesterase. Jn vitro, a final concentra- 
tion of 1-2 10-® M parathion produced 50% inhibition 
of the cholinesterase in rat brain. The cholinesterase 
activity of the brain of rats given toxic doses of parathion 
was 15% of the normal, and that of the submaxillary 
glands was 29%. The amount of free acetylcholine 
in the brain of poisoned animals rose considerably. 
The inhibitory action of parathion on brain cholinesterase 
was reversible, like that. of tetraethyl pyrophosphate. 
Eserine treatment before parathion administration 
partially protected both central and peripheral esterase 
against inhibition by the insecticide, and a combination 
of atropine and eserine protected against the lethal 
action of the drug. G. F. Somers 


1695. The Effect of 2,3 Dimercapto Propanol (BAL) on 
the Toxicity of 2-Methyl-1,4-Naphthoquinone to Mice 
D. A. RicHert and A. D. Bass. Journal of Pharma- 
cology and Experimental Therapeutics [J. Pharmacol.] 95, 
92-94, Jan., 1949. 12 refs. 


BAL was shown to protect mice partially against 
lethal doses of 2-methyl-1 : 4-naphthoquinone. The 
investigation followed the suggestion of previous 
workers that the antibacterial and fungicidal actions of 
naphthoquinone were dependent upon inhibition of 
-SH enzymes or metabolites. (BAL protects tissue -SH 
enzymes.) The quinone was administered intraperi- 
toneally in sesame oil and the BAL subcutaneously in 
saline. In some experiments the BAL was administered 
mixed with quinone in sesame oil by the peritoneal route, 
and it was observed that protection was greater. 

[The results of some six experiments are given, but no 
values for LD 50 or statistical estimates of significance 
are mentioned. ] G. F. Somers 


See Section Disorders of the Blood, Abstract 1830. 


1696. Study of Lead Poisoning in the Moroccan Lead 
Mines. (Etude du saturnisme dans les mines de plomb 
marocaines) 

J. Ropier. Archives dé& Maladies Professionnelles 
[Arch. Mal. prof.| 9, 539-545, 1948. 


‘Lead is in short supply, but with developments in 
Morocco France hopes to become an exporting rather 
than an importing country. In the Moroccan mines 
pneumatic tools are used as well as others. The crude 
mineral is partly separated by hand or by washing. The 
older method of decantation, which was wasteful, has 
been largely replaced by flotation. Galena is particularly 
suited to the latter method and in fine powder form 
moistens slowly and floats on the surface. The addition 
of a little oil then facilitates separation. 

Workers in various mines were examined for evidence 
of lead poisoning and this was considered to be present 


if basophilia was found in one or more cells in every ten 
fields, corresponding to an incidence of 0-25 per thousand 
erythrocytes. Simple procedures were indicated by 
reason of the distance and inaccessibility of the mines, 


_ The presence of Burton’s line, hypertension, and digestive 


disorder was also investigated, but the last symptom 
proved of little value. Acute symptoms were not 
observed though the victims may have left the mines 
because of these. In one mine employing 550 persons 


50 were examined and 11 had signs of intoxication. The . 


getters were most affected, those engaged in breaking up 
the mineral to small dimensions, loaders, and especially 
those working in washing processes being less involved. 
There seemed to be a direct relation with the dust con- 
centration at the working point. In several other mines, 
or open quarries in which lead was worked, similar 
investigations were made. The author concluded that 
the dominant factor was the amount of dust to which the 
victims were exposed. He states that both general and 
individual methods of protection were non-existent and 
that women and children were also used in the workings. 
Basophil punctation proved somewhat unreliable as an 
index of lead poisoning, and was absent in some cases 
that were otherwise obvious. The general morbidity 
was high in all the places which the author visited. 
G. C. Pether 


1697. Results of a Recent Study on the Prevention of 
Benzene Poisoning by WHaematological Surveillance. 
(Résultats d’une enquéte récente sur la prévention du 
benzolisme par la surveillance hématologique) 

L. BRAIER and J. BERNARD. Sang [Sang] 20, 258-262, 
1949. 5 refs. 


1698. The Benzene Level in Blood of Subjects Exposed 
to Risk of Poisoning. (La benzolémie des sujets exposés 
au risque benzolique) 

L. Braier, J. BERNARD, A. Basset, and —. BRUYET. 
Sang [Sang] 20, 262-266, 1949. 5 refs. 


See Section Disorders of the Blood, Abstract 1828. 
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1699. Dextran as a Plasma Substitute. 
G. THorsEN. Lancet [Lancet] 1, 132-134, Jan. 22, 1949. 
5 figs., 8 refs. 


Dextran is now produced commercially—* dextran 
Ph ’’—and is a polydispersoid glucose polymer whose 
average molecular weight is similar to that of albumin. 
It has been given to 5,000 patients in quantities up to 
4 litres per infusion. It is non-toxic, non-antigenic, and 
virus-free, and in Sweden to-day the hospitals rely on it 
largely for the prevention and treatment of all forms of 
shock. 

After an infusion of 1 to 2 litres the dextran level in 
plasma rises to 1 to 2-5 g. per 100 ml. The fraction of 
molecular weight less than 25,000 is soon excreted in the 
urine and the dextran level in the latter may rise to 7 g. 
per 100 ml. without any sign of renal damage. The frac- 
tion with higher molecular weight is presumably meta- 


bolized. Dextran slowly disappears from the circulating 
plasma. ‘In animals to which dextran has been given 
in repeated infusions, so that the total amount of dried 
substance corresponds to a third of the body weight, no 
dextran has been discovered in the brain, lungs, heart 
muscle, liver, spleen, kidney or bone marrow... .” 
[Further evidence of this is highly desirable. ] 

The dextran exerts a colloid osmotic pressure and its 
infusion has corrected states of lowered plasma colloid 
osmotic pressure, notably in paralytic ileus with oedema 
of the intestinal wall. In the presence of dextran in the 
plasma, the plasma protein level may fall as low as 2 g. 
per 100 ml. without signs of disturbance of the mechan- 
isms of coagulation of the blood or of the formation of 
antibodies. John F. Loutit 


1700. Dextran as a Plasma Substitute 

J. P. BULL, C. Ricketts, J. R. SguirE, W. D’A. MAYCOCK, 
S. J. L. SPOONER, P. L. MOLLISON, and J. C. S. PATERSON. 
Lancet [Lancet] 1, 134-143, Jan. 22, 1949, 9 figs., 
23 refs. 


The theoretical requirements of a plasma substitute 
are enumerated and the text shows that dextran fulfils 
most of these. The material used in the first place was 
Swedish ‘‘ dextran Ph” and later two British experi- 
mental batches were employed, the properties of which 
are given. 

In the experimental animal no signs of toxicity were 
recorded with daily doses of 22 mg. per kg. for 7 days, 
and histological examination of tissues, at intervals up 
to 90 days, revealed no abnormalities. No pyrogenicity 
was demonstrated by the standard rabbit pyrogen tests 
and no anaphylactic phenomena have been produced 
in guinea-pigs. In rabbits anaesthetized and then rapidly 
bled until they lost half their estimated blood volume, 
intravenous administration of an equivalent quantity of 
dextran restored and maintained the blood pressure; it 
had to be given more slowly than blood or plasma. 
Dextran raised the erythrocyte sedimentation rate pro- 
portionately to its concentration; a warning is therefore 
given about cross-matching blood for transfusion of a 
recipient whose plasma contains dextran. The larger 
molecules were shown to be responsible for the rouleaux- 
forming property. The fate of the dextran was investi- 


' gated by means of an antiserum to Leuconostoc mesen- 


teroides, which gives a precipitin reaction with dextran 
in diJutions up to 10-*. By this means it was shown that 
dextran was detectable in tissues for as long as 56 days. 
{Later measurements are not given: it is obviously 
important to investigate this.] 

Dextran was also used for clinical trials. In 6 patients 
suffering from inoperable carcinoma no ill effects were 
seen, apart from a rise in venous pressure. It was then 
given to 29 patients undergoing severe operations. The 
results were considered promising and illustrative cases 
are recorded. No untoward reactions were encountered. 
Plasma levels of dextran declined each day by about one- 
third, and the plasma dextran had a roughly reciprocal 
relation to plasma protein level. The efficacy of dextran 
infusion was also investigated and found satisfactory in 
three cases of burns. John F. Loutit 
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1701. Inheritance of P Blood Groups in 85 English 
Families. (L’hérédité des groupes sanguins P chez 85 
familles anglaises) 

R. SANGER, S. D. LAwWLer, and R. R. Race. Revue 
ad’ Hématologie [Rev. Hémat.} 4, 28-31, 1949. 7 refs. 


1702. The Kell Blood Groups in Human Subjects: 
Genic Frequencies and Genetic Studies. (Les groupes 
sanguins humains Kell: Fréquences géniques et 
recherches génétiques) 

R. SANGER, D. BERTINSHAW, S. D. LAWLER, and R. R. 
Race. Revue d’Hématologie [Rev. Hémat.] 4, 32-35, 
1949. 4 refs. 


1703. Preparation of Stabilized Solutions of Hemoglobin 
R. B. PENNELL and W. E. SmitH. Blood [Blood] 4, 380- 
394, April, 1949. 9 figs., bibliography. 


INSECTICIDES 


1704. Acute Toxicity and Irritation Tests on Animals 
with the New Insecticide, Piperonyl Butoxide 

M. P. Sarces, W. E. Dove, and D. H. Moore. American 
Journal of Tropical Medicine [Amer. J. trop. Med.} 29, 
151-166, Jan., 1949. 8 refs. 


The toxicity tests described in this paper were made 
with “* technical piperonyl butoxide ”’ containing not less 
than 80% of 3 : 4-methylene-dioxy-6-propylbenzylbutyl- 
diethylene glycol ether, and 20% of closely related com- 
pounds of approximately equal insecticidal value. 
Piperonyl butoxide is known to be a powerful insecticide 
when used alone, but it will probably always be used in 
conjunction with pyrethrum because of the remarkably 
powerful synergistic action of this mixture. 

Emulsions and spray concentrates of this substance 
were tested by oral administration, subcutaneous injec- 
tion, and application to the skin and conjunctiva in a 
variety of laboratory animals. In high dosage, when 
given by the mouth or injected subcutaneously, piperonyl 
butoxide proved toxic to animals, but if applied repeatedly 
in high concentration to the skin or conjunctiva it proved 
mildly irritant; in no instance, however, did repeated 
applications result in sensitization. Under normal 
circumstances, the concentration of piperonyl butoxide 
in an insecticide would seldom exceed 4% and would 
usually be less than 1%, and at these dilutions the new 
insecticide proved to be practically non-toxic. The 
authors, therefore, conclude “that since piperonyl 
butoxide is not a markedly toxic compound alone, and 
since solutions containing practical concentrations of it 
are relatively non-toxic and non-irritating to animals, 
there should be no appreciable toxicity or irritation 
hazards involved in the practical use of this compound 
in insecticides and that piperonyl butoxide is one of the 
safest and least toxic insecticides.” R. M. Gordon 


1705. Preliminary and Short Reports. Exfoliative 
Dermatitis from Contact with DDT : 

E. L. Hicotns and D. J. KENDEL. Journal of Investiga- 
tive Dermatology [J. invest. Derm.] 12, 207-209, April, 
1949. 5 refs. 


f 

u 

2, 

ad 

és 

19. 

se 

in. 

nd 

it 

of 

in | 

of 

the | 

 g. 

‘ac- 

ta- 


Radiology 


1706. Roentgen Treatment of Bronchial Asthma 
E. T. Leppy and C. K. Maytum. Radiology [Radiology] 
52, 199-204, Feb., 1949. 5 refs. 


The difficulties of assessing the en results of 
x-irradiation in asthma are recognized. The authors’ 
series consisted entirely of severe or moderately severe 
cases not responding to other forms of treatment. Other 
workers have reported beneficial results from x-ray 
therapy in asthma. 

In 1936 the authors reported 23 cases treated by 
mediastinal irradiation with paravertebral fields, a dose 
of 550 r in 2 days at 135 kV with a 6-mm. AI filter 
-being used. Five were improved for many months, 8 for 
shorter periods, and in 10 there was no relief. In 1939 
a second series of 215 cases was reported. Of the 161 
cases available for analysis, the asthma in 24% was 
relieved for periods of months and in 14% was relieved 
when other forms of treatment were added, but in 46% 
the treatment failed. The mediastinum was treated 
through large anterior and posterior fields, each field 
receiving 500 r in air at 135 kV with a 6 mm. AI filter. 
This method has been termed the “high dosage 
technique ’’. No definite conclusions were reached about 
the type of case likely to respond or the rationale of 
treatment, but severe cases appeared to respond better 
than mild ones. 

In 1943 Hull, Balyeat and Chont reported a series of 
100 consecutive cases treated by x rays, and found the 
method of value in cases of infection of the bronchial 
tree or paranasal sinuses. They used a_ cross-fire 
technique to concentrate irradiation over the greatest 
area of lung tissue, and claimed excellent results in 39%, 
good in 40%, fair in 13%, and poor in 6%; there was 
failure in 2%. Kaplan and Rutherford in 1943 treated 
95 chronic and severe cases of asthma, 66 of which 
were available for analysis. They claimed control of 
symptoms in 72-:7% and partial control in 7:5%; no 
relief of symptoms was obtained in 19-7%. Their 
impression was that chronic or severe cases were most 
likely to benefit. 

The authors, shortly after reading their first paper, 
treated several patients in poor physical condition by a 
. “low dosage technique”, giving 250 r to each of large 
anterior and posterior fields; this method was subse- 
quently used in treating over 1,000 cases. A large field 
(16 cm. square) is centred over the sternum, and a similar 
field is used posteriorly. The dose is 256 r in air at 
130 kV with a 5 mm. Al filter. With this technique 
untoward reactions are rarely encountered. Full 
response usually occurs in 4 to 5 days. Further courses 
may be given. With the doses used no damage to the 
skin or thoracic contents is to be anticipated. ‘* Low 
dosage technique ”’ was found to give consistently better 
over-all results than the “ high dosage technique ”’. 

A. G. C. Taylor 


1707. Effects of Radiation on Hemopoiesis 
J. S. Lawrence, A. H. Dowpy, and W. N. VALENTiNg. 
Radiology [Radiology] 51, 400-413, Sept., 1948. 7 figs. 


The authors consider the effect on the haematopoietic 
tissues of radiation by quanta of energy and by particles 
having both mass and energy. They consider that the 
circulating cells in the peripheral blood are radio-resistant 
and that the effects of radiation are produced on the 
parent cells. These effects are more or less detectable 
in the peripheral blood according to the sensitivity of 
the parent cells, the normal life-span of each type of 
cell, and the powers of recovery from irradiation of the 
parent cells; all these factors vary separately. _ 

Changes in the blood count are shown first by the 
leucocytes, particularly the lymphocytes, then by the 
platelets, and finally by the erythrocytes. Experimental 
studies were made on rats and other animals and corre- 
lated with the effects observed on Japanese subjected to a 
single large dose of irradiation to the whole body at Hiro- 
shima. It was found that in general the effect increased 
with dosage, but that in rats which survived a maximum 
was reached at 500 to 600 r. The erythrocyte count 
showed a marked fall after 168 hours, the platelet count 
after 120 hours, and the neutrophil count after 36 hours. 
Lymphocytes, which constitute the greatest proportion 
of the leucocytes in the rat, showed a reduction in number 
with very small doses and within 15 minutes of irradiation. 

It was found that with repeated small doses to the body 
as a whole, | r per day over 1 to 2 years was sufficient to 
produce haematopoietic changes, whilst 10 r a day 
produced significant changes within a year. No repeated 
dose was so small that it did not adversely affect the 
survival period of large groups of animals, for these doses 
are cumulative. The incidence of leukaemia was 
definitely increased. Irradiation of a local area showed 
no evidence of an indirect effect on haematopoietic tissue 
outside the irradiated area. Radioactive phosphorus 
did not seem to differ from x rays in its effect on the blood, 
and fast neutrons differed but little, though 1 n would 
seem to be as potent as 8 r. It was also found that a 
substance probably identical with heparin could be 
isolated from the blood in certain post-irradiation 
haemorrhagic conditions. 

The authors recognize the importance in man of 
exposure of the whole body to a single large dose of 
radiation with the subsequent development of leucopenia, 
thrombocytopenia, and anaemia. They also stress the 
importance of small repeated exposures, as the total 
dose received by the individual is the important factor. 
They do not state categorically that chronic exposure 
will, for example, produce leukaemia, but suggest that 
it may speed up a process which would develop in the 
course of time. They compare the effects of radiation 


on the haematopoietic tissues with those of benzol 
poisoning. 
412 


R. D. S. Rhys-Lewis 
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1708. The Use of Adrenal Cortical Hormone in Radia- 
tion Sickness 

F. ELLINGER. Radiology [Radiology] 51, 394-399, Sept., 
1948. 2 figs., 33 refs. 


The author stresses the importance of radiation sick- 
ness, not only as a complication of radiotherapy but also 
as the result of exposure to radiation arising from nuclear 
fission. The symptoms of radiation sickness are sum- 
marized and are held to be due to adrenal cortical 
insufficiency. This view is further borne out by the 
finding in the irradiated body of certain metabolic 
changes considered to be identical with those of the 
“adaptation syndrome” of Selye,*the non-specific 
response of the body to a noxious agent. Histamine or a 
histamine-like substance is regarded as most likely to be 
the toxic substance liberated in the tissues, for it is capable 
of producing most of the symptoms of radiation sickness. 


* It can also produce similar changes in the salt, water, and 


cholesterol metabolism, and fatty infiltration of the liver. 
Histamine is present in most organs of the mammalian 
body and may be produced experimentally by the irradia- 
tion of histidine with cathode rays. There is also evidence 
that the blood level of histamine is raised after x-ray 
treatment. Irradiation of large volumes of tissues with 
small doses of x rays may cause a leucopenia. This is 
thought to be partly an indirect effect due to increase in 
secretion of corticotrophic hormone, for it does not occur 
in adrenalectomized animals. 

It has been further shown that irradiation causes an 
increase in the activity of the adrenal cortex, as evidenced 
by disappearance of sudanophil fat. From this it is 
concluded that histamine-like substances cause the 
anterior pituitary to secrete corticotrophic hormone, 
which in turn stimulates the adrenal cortex, and this 
activity may result in exhaustion of the gland. The use 
of synthetic desoxycorticosterone acetate is therefore 
suggested, as this substance is known to counteract 
cortical insufficiency and to inactivate histamine. The 
drug was found to protect the liver against fatty infiltra- 
tion and to lower the mortality rate by 50% in irradiated 
mice. The daily dose was0-5 mg. Further experiments 
were made with 100 mice. They were given a single 
dose of 500 r to the whole body and examined post 
mortem at varying intervals with a view to comparing the 
effects on the spleen, the bone marrow, and the adrenal 
cortex. It was found that the bone marrow and adrenal 
cortex were protected from the effect of irradiation by the 
administration of desoxycorticosterone acetate. 

R. D. S. Rhys-Lewis 
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1709. An Aluminium Filter for Use in Localisation of the 
Placental Site 

F. Rew. British Journal of Radiology (Brit. J. Radiol.] 
22, 81-83, Feb., 1949. 2 figs., 3 refs. 


The @uthor deplores the fact that so little work has 
been done in Britain on soft-tissue placentography, in 
comparison with the numerous papers on this subject in 
America. He realizes the need for a well-balanced 


lateral radiograph of the uterus as a preliminary step to 
location of the placenta. This requires some form of 
compensation for the wide variation in radiographic 
density between the anterior and posterior parts of the 
abdomen in advanced pregnancy. For this purpose he 
designed a wedge-shaped filter made of aluminium, which 
is applied at tube level. Some modification of design, 


. however, proved necessary to produce the required 


density balance in the dome-shaped part of the abdomen 
lying anteriorly. Excavations of the inclined surface 
of the filter were therefore made until the curves of the 
resultant saucer were judged to be similar to those of the 
dome of the average-sized abdomen. Careful position- 
ing of the patient is necessary, and the table top is 
marked where the summit of the abdominal curve should 
be placed. The patient’s trunk lies slightly obliquely on 
the table but this should bring the uterus into a more 
nearly true lateral position, bearing in mind the common 
obliquity of the uterus in pregnancy, with an inclination 
to the right in 80% of cases. 

The exposure factors found most satisfactory are: 
distance 110 cm., 85 kVp, 120 mA, exposure time 0-6 to 
0-9 second. If the patient is in the erect position the 
exposure time has to be increased considerably. 

[The abstracter, while welcoming the introduction of a 
filter which would improve ‘visualization of the anterior 
portion of the upper strait as far as the vertebral column 
and the small parts of the infant are concerned, doubts 
its applicability for the location of the placenta. Moir 
(Amer. J. Obstet. Gynec., 1944, 47, 198) has proved by 
experiment that the radiodensity of the liquor amnii and 
the placenta are the same. The filter will, however, 
show clearly the black line of subcutaneous fat of the 
infant and thus allow -judgment of its actual distance 
from the anterior abdominal wall; from that it may be 
possible to surmise whether placental tissue is intervening 
between it and the uterine wall. 

The author does not claim originality for this technique 
and it might be wise to incorporate an elliptical cut-out 
in the filter in that area through which the radiation 
passes which has to penetrate the whole thickness of the 
bony pelvic birth canal, as suggested by Miiller (Radiol. 
clin., Basel, 1946, 15, 75).] J. Rabinowitch 


1710. Left Atrial Calcification in Rheumatic Heart 
Disease 

B. S. Epstein. American Journal of Roentgenology and 
Radium Therapy [Amer. J. Roentgenol.| 61, 202-208, 
Feb., 1949. 3 figs., 16 refs. 


This paper records 3 cases in which calcification in the 
wall of the left auricle was diagnosed radiologically 
during life in patients with long-standing rheumatic 
heart disease, with mitral stenosis and insufficiency. 

The first patient was a woman aged 45. On radio- 
logical examination of the chest the whole atrial wall 
could be seen as a thin, roughly spherical shell. In the 
postero-anterior view the ring shadow lay entirely within 
the enlarged cardiac contour, the right wall of the atrium 
approaching the right border very closely, while the left 
wall was separated by a rather greater interval from the 
left cardiac border. The auricular appendix was not 
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calcified. The right oblique view showed displacement 
of the barium-filled oesophagus, but the author notes 
particularly that the calcified shadow met the oesophagus 
only at the point of maximum protrusion. The thick- 
ness of the ring shadow was 2 mm. at its greatest. Some 
calcification was present also in the mitral valves, which 
were displaced downwards. The second patient, a 
woman aged 35, showed a grosser degree of atrial dilata- 
tion; the left border of the left atrium was seen as a 
crescentic line of calcification beyond the left ventricular 
border, while the left atrium also formed the right border 
of the heart shadow. Calcification, both in this patient 
and in the third patient, a woman aged 39, was less com- 
plete than in the first case and was confined mainly to 
the left and posterior walls of the atrium. The author 
suggests that the lime salts had been deposited in plaques 
of damaged atrial endocardium, such as were originally 
described by MacCallum (Bull. Johns Hopk. Hosp., 1924, 
35, 329, and J. Amer. med. Ass., 1925, 84, 1545). 
A. M. Rackow 


1711. Demonstration of Sinus Tracts, Fistulas, and 
Infected Cavities by Lipiodol 

J. M. Dett. American Journal of Roentgenology and 
Radium Therapy [Amer. J. Roentgenol.] 61, 223-231, 
Feb., 1949. 15 figs., 1 ref. . 


This paper is concerned only with the technique of 
injecting radio-opaque oil into sinus tracts, fistulae, and 
cavities. The author stresses that complete visualiza- 
tion depends upon an efficient seal between the injecting 
nozzle and the mouth of the opening and he discusses 
various types of fittings and adaptors. Discontinuous 
injection may be necessary in order to avoid the develop- 
ment of excessive pressure in bone cavities; the heavy 
oil then tends to displace the pus or other fluid, which 
escapes and allows more oil to be injected. When a 
catheter is employed for the injection through a gaping 
wound the possibility of by-passing a superficial tract 
must be remembered. Suggestions are made for filling 
these by the employment of a catheter which passes 
through a solid rubber ball. Radiographs of various 
kinds of tracts and fistulae are reproduced. 

A. M. Rackow 


1712. Radiological Signs of Ulcer of the Duodenal Bulb 
During Attacks and During Quiescence. (Signes radio- 
logiques de l’ulcére du bulbe en poussée et hors poussée) 
P. CHENE and R. BourDON. Presse Médicale [Pr. méd.]} 
57, 157-158, Feb. 19, 1949. 4 figs., 3 refs. 


Incomplete statistical details are given of the findings 
in 100 patients with duodenal ulcer who were subjected 
to repeated x-ray examination. About 500 examinations 
in all were made and an average of 9 exposures of the cap 
were made at each. In 46 of the patients the period of 
observation ranged from 3 to 10 years or longer. In 51 
patients the ulcer showed radiologically as a niche 
surrounded by a ring of oedema with no obvious scarring 
(type 1); in 24 there was a crater in a’scarred distorted 
cap (type 2); and in 25 there was scarring and oedema of 
the cap only (type 3). In 28 of type 1 and in 12 of type 2 
the clinical and x-ray findings agreed; the crater could be 


seen during the attacks but not during the remissions. 
In the remainder no correspondence could be demon- 
strated; the ulcer crater either appeared to persist 
during clinical remissions or (in 9 cases) could not be 
demonstrated a second time despite a clinical recurrence. 
The important point is emphasized that the type | 
crater, which is usually believed to represent an early 
stage, may persist for as long as 15 years without causing 
demonstrable scarring of the cap, whereas types 2 and 3 
may be found at the first examination in patients with 
only a short history of symptoms. It is assumed [without 
any evidence being given] that the ulcer crater usually 
heals during remissions and that its persistence in the 
x-ray film must be an artefact. It is therefore concluded 
that radiology has only a limited value in following the 
process of healing. 

{Experienced radiologists and clinicians are familiar 
with the above facts and would agree that the radiology 
of healing is unreliable. It is impossible, however, to 
find out the proportion of cases in which mistakes are 
made: surgeons have shown on the one hand that an 
ulcer can persist without causing symptoms, and on the 
other that even a first class radiologist may be mistaken 
in deducing that a projection in a badly scarred cap 
corresponds to an active ulcer. During an attack a 
crater is probably almost always present in a scarred cap; 
during a remission it is impossible to tell radiologically 
whether it has or has not healed.]} Denys Jennings 


1713 The Detection of Gastric Carcinoma by Photo- 
fluorographic Methods. I. Introduction. II. Equipment 
Design 

J. F. Roacn, R. D. SLOAN, and R. H. MORGAN. Ameri- 
can Journal of Roentgenology and Radium Therapy {Amer. 
J. Roentgenol.] 61, 183-194, Feb., 1949. 5 figs., 9 refs. 


Existing mass radiography methods in which the screen 
image is photographed by a lens camera are so inefficient 
that the amount of radiation to which the patient is 
exposed has to be increased to about 20 times that 
necessary with a direct-film method. The Schmidt 
optical system, in which a concave mirror is used (as in 
an astronomical telescope), is at least 5 times as efficient, 
and by combination with a more efficient screen it is 
possible to obtain miniature radiographs with less than 
twice the exposure used with direct films. It is thus 
possible to obtain 6 pictures of the barium-filled stomach 
without exposing the patient’s back to more than 10 r. 
An apparatus of this type has now been installed at the 
Johns Hopkins Hospital and it is proposed to employ 
it on all out-patients over 40 in the hope of improving 
the early diagnosis of gastric carcinoma. The death 
rate from gastric carcinoma in patients over 40 is about 
1 in 900 a year, and it is hoped to find about 1 early 
case per 1,000 patients examined. Preliminary trials 
suggest that it should be possible to examine about 
200 patients in an 8-hour day, if 6 exposures are used for 
each patient. In the first year it is only propgsed to 
examine 5,000 to 10,000 patients, and a selected group 
of 1,000 cases will be examined at intervals of six 
months. 

The technical factors are as follows: tube-screen 


d 
T 
fi 
t 
3 
r 
1 
I 
I 
‘ 
I 
I 
I] 
\ 
1 
1 
: 
d 
. 


| 


UP 


RADIODIAGNOSIS 415 


distance 36 in. (90 cm.); exposures 50 to 100 milliampere- 
seconds delivered in about 0-5 second; 95 kV (peak): 
rotating anode tube with 1:5 mm. focus; size of miniature 
film 55 mm. 55 mm. Two straight films and 4 right 
oblique films are taken with the subject prone, 3 after 
the ingestion of 14 oz. (42 g.) of barium emulsion and 
3 after 5 oz. (140 g.). The exposure is determined by a 
photo-electric automatic timer. 

[No results are given, but excellent films are 
reproduced. ] Denys Jennings 


1714. Angiocardiography in the Differential Diagnosis of 
Pulmonary Neoplasms 

H. Neunor, M. L. SussMAN, and R. A. NABATOFF. 
Surgery [Surgery] 25, 178-183, Feb., 1949. 4 figs., 
6 refs. 


The authors claim that angiographic studies in cases 
of malignant tumours of the bronchi show the large 
pulmonary vessels in the region of the neoplasm to be 
partially or completely occluded in the majority of cases. 
Indeed, in one case quoted this was the only radiological 
evidence of the presence of such a neoplasm. Benign 
lesions, on the other hand, displace the vessels but do not 
occlude them. They point out, however, that a small, 
well-defined, malignant lesion may present this same 
pattern and that vascular occlusion may be produced by 
pulmonary embolism; this appearance is not, therefore, 
in itself pathognomonic of tumour. 

[The number of cases examined is not given and it is 
consequently impossible to decide the value of this 
method of investigation.] L. G. Blair 


1715. Angiocardiographic Study of the Pulmonary 
Artery 

C. T. Dotter and I. STEINBERG. Journal of the American 
Medical Association [J. Amer. med. Ass.| 139, 566-572, 
Feb. 26, 1949. 7 figs., 20 refs. 


Congenital and acquired heart disease, as well as 
pulmonary disease, produce significant changes in the 
size and configuration of the pulmonary artery and its 
branches which can best be studied by means of angio- 
cardiography. Dilatation of the pulmonary artery can 
be demonstrated in cases of congenital aneurysm and 
septal defect, being particularly marked in Lutembacher’s 
syndrome. In cases of patent ductus arteriosus the 
widening is well demonstrated, as also is the retrograde 
flow coincident with aortic filling. Angiocardiography 
is of particular value in differentiating Eisenmenger’s 
syndrome from the tetralogy of Fallot. In the former, 
the dilated pulmonary artery is visible; in the latter, if 
visualized at all, it is small. In cases of pulmonary 
stenosis the exact location of the narrowing may be 
demonstrated, the artery distal to the obstruction being 
found on occasion to be dilated. 

In cases of acquired disease of the aortic valve no 
Significant changes are demonstrated in the pulmonary 
artery in the absence of cardiac failure. In acquired 
mitral disease elongation of the outflow tract is ‘seen, 
sometimes associated with dilatation of the pulmonary 
trunk. Syphilitic aneurysms can also be well demon- 
Strated. It is suggested that the diagnosis of cor pul- 


monale can be made far in advance of the appearance 
of cyanosis by the angiocardiographic demonstration of 
elongation of the pulmonary outflow tract followed by 
moderate dilatation of the bed of the pulmonary trunk. 
L. G. Blair 


1716. The Diagnosis and Treatment of Pineal Tumors 
G. Horrax. Radiology [Radiology] 52, 186-192, Feb., 
1949. 7 figs., 9 refs. 


The author has collected 22 cases of tumour of the 
pineal body. He regards the diagnosis as important, 
since radiotherapy, alone or combined with surgery, 
offers hope of cure or prolonged palliation in a high 
proportion of cases. Pinealomata may cause early 
complete or partial obstruction of the aqueduct of Sylvius 
and give rise to headaches due to internal hydrocephalus. 
Pressure on the corpora quadragemina and upon the 
3rd and 4th cranial nuclei may cause loss of conjugate 
movement of the eyes above the horizontal plane and 
loss of reaction to light. The feature most characteristic 
in diagnosis is to be seen in the ventriculogram, which 
shows dilatation of the lateral ventricles and of the 
anterior part of the third ventricle, while the posterior 
part of the latter shows a filling defect due to encroach- 
ment by the anterior pole of the tumour. 

The surgical approach; even for biopsy alone, is not 
easy and carries a considerable risk; of the 10 patients 
in this series who underwent radical operation 7 died. 
On the remaining 12 patients simple decompression, or 
decompression combined with biopsy, was first carried 
out and they then received x-ray therapy, a total dose of 
3,600 to 4,000 r being delivered through two temporal 
ports; 7 of these patients were alive and well after 
periods ranging from 2 to 15 years. A. M. Rackow 


1717. A Useful Procedure for Brenchial Tomography. 
(Un procédé utile dans l’exploration tomographique des 
bronches. (Topographie anatomique et tomographique 
de l’arbre bronchique)) 

R. JEANNERET, F. Kovats, and F. Nicop. Journal 
Frangaise de Médecine et Chirurgie Thoraciques {J. frang¢. 
Meéd. Chir. thorac.] 3, 116-130, 1949. 18 figs., 2 refs. 


1718. The Vertebral Column in Tabes. (La colonna 


vertebrale nei tabetici) 

G. Franco and Z. Enrico. Annali di Radiologia 
Diagnostica [Ann. Radiol. diagnost.] 21, 88-105, 1949. 
4 figs., 21 refs. 


1719. Notes on Radiological Diagnosis of Lympho- 
sarcoma of the Stomach. (Notes sur le diagnostic 
radiologique du lymphosarcome de l’estomac) 

J. MoricHAu-BEAUCHANT. Archives de Maladies de 
l’ Appareil Digestif [Arch. Mal. Appar. dig.] 38, 116-124, 
Jan.—Feb., 1949. 10 figs., 10 refs. 


1720. 
H. KELIKIAN and E. K. Lewis. Radiology [Radiology] 
52, 465-487, April, 1949. 19 figs., 14 refs. 


See Section Cardiovascular Disorders, Abstracts 
1809, 1824. 
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1721. Fat Absorption and Lung Oil 

C.B.Wetp. Canadian Journal of Research. E. Medical 
Sciences (Canad. J. Res. E.] 26, 274-282, Oct., 1948. 
6 figs., 10 refs. 


The effect of ingestion of fat on the amount of oil in 
the lungs has been investigated in dogs, cats, guinea-pigs, 
and monkeys. Cod-liver oil or olive oil was administered 
orally in doses of 20 ml. for dogs, 10 ml. for cats, and 
5 ml. for guinea-pigs. When possible the course of the 
lipaemia was followed; the animal was killéd some 
hours after ingestion, and the lungs were examined by 
histological and chemical methods. In some animals 
lung biopsy specimens were taken with a view to obtaining 
a serial study of lung fat changes, but the method was 
unfortunately not satisfactory. Of 14 normal controls 
(6 rabbits, 4 guinea-pigs, 2 cats, 1 dog, and 1 monkey), 
in 2 a moderate amount of oil was found in the lungs, 
while in 12 there was very little. Of 38 animals given 
oil, in 15 there was marked oil deposition, in 6 moderate, 
and in 17 little or none. Analysis of the figures showed 
that there was a positive correlation between the ingestion 
of oil and the appearance of fatty deposits in the lung. 
The occurrence of an alimentary lipaemia after oil 
feeding was unpredictable, consequently perfusion 
experiments were carried out with artificial emulsions. 
The artificial emulsions used were unsatisfactory. The 
chemical estimation of lung fats gave higher values than 
normal only when excessive oil deposits were observed 
histologically. The lung fat content of guinea-pigs was 
higher than that observed in other animals. 

[A check on the absorption of fat and more adequate 
control of the lipaemia would have been helpful in these 
experiments. The emulsifying system used for the arti- 
ficial emulsions is not that recommended by Frazer and 
his colleagues, who have described several fine oil-in- 
water emulsions which are compatible with blood plasma. ] 

A. C. Frazer 


1722. Primary Amyloidosis, with Report of Six Cases 
D. C. DAHLIN. American Journal of Pathology (Amer. 
J. Path.) 25, 105—123, Jan., 1949. 8 figs., 24 refs. 


Cases of primary amyloidosis have no history of 
tuberculosis or chronic suppuration. The organs most 
commonly affected are the heart, lungs, striped muscle, 
and other non-abdominal structures, the abdominal 
viscera are involved less commonly, and there are occa- 
sional amyloid tumours. The staining reactions of the 
amyloid substance are atypical. 

Of 57 cases reported in the literature the necropsy 
findings were given in 54, amyloid change being present 
in the various organs as follows: heart 46, gastro- 
intestinal tract 33, tongue 26, lungs 24, striped muscle 19, 
liver and kidneys 21, spleen 20. Bones, joints, brain, peri- 
pheral nerves, and other organs were also involved on 


occasion. In some cases the intravenous congo red 
test had been negative. 

The clinical history, necropsy findings, and _histo- 
logical appearances in 6 new cases are reported. The 
author comments on the remarkably diffuse involvement 
of mesodermal structures and points out that the 
characteristic distribution patterns of primary and 
secondary amyloidosis overlap. In the primary form the 
cardiac lesions are clinically the most important and 
macroglossia less important than has previously been 
maintained. When the amyloid substance does not take 
up intravenous congo red, then biopsy is necessary before 
a diagnosis can be made. No clue to the pathogenesis 
of primary amyloidosis has been found. R. R. Wilson 


1723. Tissue Culture Staining in situ 
M. E. SAND and C. A. BocHer. Archives of Pathology 
[Arch. Path.] 47, 407-409, April, 1949. 1 fig., 3 refs. 
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1724. Lesions Induced in Rabbits by Cholesterol Feeding, 
with Special Reference to Their Origin 

A. Kuntz and N. M. SuLkin. Archives of Pathology 
[Arch. Path.] 47, 248-260, March, 1948. 8 figs., 11 refs. 


In this work in the Department of Anatomy, St. Louis 
University School of Medicine, young adult rabbits 
received, in addition to a basic diet, 1 g. of cholesterol in 
2:5 g. of dehydrogenated vegetable oil daily. Blood 
cholesterol levels after 46 to 62 days on the diet averaged 
3,550 mg. per 100 ml., and after 293 to 380 days 2,400 to 
2,750 mg. per 100 ml. In 150 to 200 days there were 
well developed intimal plaques. Later there was no 
increase in their size but the composition changed. 
Collagen derived from intimal connective tissue increased 
and the number of foam cells decreased; those remaining 
appeared shrunken. The lesions tended to extend into 
the media and sometimes destroyed parts of it. In 300 
days the plaques appeared stratified, with layers of fibrous 
tissue and foam cells. In the aorta staining showed that 
in older lesions foam cells contained little fatty material 
and that intercellular lipids were mostly in granules or 
globules. The Romieu test revealed much cholesterol 
both in foam cells and intercellular lipids. 

The lesions commenced as a slight thickening of the 
intima with a few foam cells. The endothelial cells were 
thickened and more numerous and contained lipid. Just 
below the endothelium there appeared to be some cells 
intermediate between endothelial and foam cells. The 
lumen of small muscular arteries was often seriously 
encroached upon. To determine whether foam cells 
were derived from phagocytic cells in the blood, some 
rabbits were given 3 injections of dilute indian ink or 
neutral lithium carmine. The phagocytic cells took 
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up the dyes, which were not seen in the foam cells in the 
atherosclerotic lesions. 

Many xanthomatotic tumours were found, mainly 
associated with synovial membranes and tendon sheaths. 
Histologically they resembled intimal plaques. The 
earliest foam cells in xanthomatous lesions were seen just 
below the epithelium of the synovial membrane. Foam 
cells were also present in spleen, liver, adrenal, and kidney 
and in the three latter sometimes caused significant 
pathological changes, as they did in ganglia—in advanced 
cases both in the cells and in the neuroglia. 

Peter Harvey 


1725. Further Studies on the Pathogenesis of Ovarian 
Tumors in Mice 

M. H. Li and W. U. GARDNER. Cancer Research 
[Cancer Res.} 9, 35-41, Jan., 1949. 9 figs., 16 refs. 


In male and female mice of the A, C3H, and C57 
strains and hybrids (A x C3H and CBA x C57) aged from 
1 to 3 months an ovary was grafted into the spleen and 


' at the same time one or both gonads were removed. 


The animals were divided into groups and treated with 
one of the following: once-weekly subcutaneous injec- 
tion of 16-6 xg. of «-oestradiol benzoate in oil, 1:25 mg. 
of testosterone propionate in oil, 1 mg. of progesterone 
in oil, or a daily subcutaneous injection of 25 i.u. of 
pregnant mare’s serum (aqueous). 


Granulosa-cell tumours, luteomata, or mixed tumours 


arose in intrasplenic grafts in castrated males and 
females. No tumours occurred in grafts of ovaries in 
mice from which one gonad had been removed, gonad- 
ectomized mice receiving oestradiol benzoate or testo- 
sterone propionate, or gonadectomized mice with 
vascularized adhesions permitting ovarian hormones to 
by-pass the hepatic portal circulation. Progesterone did 
not prevent tumour formation. Pregnant mare’s serum 
exerted a luteinizing action on the ovarian tumours. 
Malignancy of the tumours was shown by their trans- 
plantability to new hosts and by metastases. The strain 
of mouse employed did not appear to influence the results. 
It is claimed that these results substantiate the view that 
prolonged stimulation by increased amounts of gonado- 
trophic hormones is responsible for the genesis of ovarian 
tumours. G. Calcutt 


1726. Resistance to Tumour Growth in Rats Fed on 
Vitamin-B Complex 

G. M. Scotr. Lancet [Lancet] 1, 102-104, Jan. 15, 
1949. 5 figs., 3 refs. 


Black and white rats of a strain maintained in the 
laboratory were used to study the effect of vitamin-B 
complex on tumour growth. The vitamin-B complex, 
which was added to an ordinary mixed diet of hospital 


. Scraps, was either a yeast extract composed of ribo- 


flavin, nicotini¢ acid, pantothenic acid, biotin, and 

pyridoxine with addition of aneurin solution, or a 

combination of dried yeast, bran, and “ marmite’, with 

addition of aneurin solution. Jensen’s transplantable 

sarcoma and a transplanted bone sarcoma were implanted, 

in pieces of the same size and quality, into an equal 
M—2E 


number of experimental and control animals, which 
were 3 months old and weighed 100 g. The volume of 
tumours in both groups of rats was measured twice a 
week, and final measurements were made after 22 to 32 
days, according to the rate of growth of the transplanted 
tumours. 

In 31 rats, fed from birth on the diet with yeast 
extract and aneurin added, and whose parents had been 
fed on the same diet, the final average volume of Jensen’s 
sarcoma was one-sixth that in the control animals; 
eventually 26 out of 31 tumours regressed completely 
while those in the control rats grew progressively and the 
animals had to be killed. In 103 rats whose parents 
had been fed on the diet with the addition of yeast 
extract and aneurin, and which themselves were main- 
tained on dry yeast, bran, marmite, and aneurin, the 
average volume of tumours was one-quarter of that in 
the control rats. In 27 rats whose parents had received 
a normal diet and which were fed on yeast extract and 
aneurin for 3 weeks before the transplantation of the 
tumour, the average volume of tumours was less than 
one-third of that in the control animals fed on normal 
diet. The average volume of tumours in 18 rats whose 


mothers were fed on dry yeast, bran, marmite, and 


aneurin from the day they gave birth to them, and who 
were maintained on a similar diet, was a sixth of the 


average volume of tumours in the control animals. In ° 


59 rats receiving the transplantable bone sarcoma, and 
fed on yeast, bran, marmite, and aneurin for 8 weeks 
before transplantation of the tumour, the volume of 
the transplanted tumours was less than half of that in 
the controls. 

The author concludes that the addition of vitamin-B 
complex to normal diet increases the resistance of rats 
to transplantable tumours. L. Dmochowski 


1727. Liver Tumors in Rats Fed Thiourea or Thioacet- 
amide 

O. G. FitzHuGH and A. A. NELSON. Science [Science] 
108, 626-628, Dec. 3, 1948. 1 fig., 5 refs. 


Albino rats were fed on a diet of commercial rat 
biscuits with the addition of thiourea in concentrations 
ranging from 0-01 to 1%. Control rats received the same 
diet without thiourea. Thiourea in concentrations of 
0:25% and over caused thyroid enlargement and stunted 
growth and killed the rats within 17 months. Of 29 
experimental rats that survived 0-1% or lower concentra- 
tions of thiourea for 2 years, 14 developed tumours of the 
liver. Histologically the tumours were uniform in struc- 
ture and composed of irregular cords of cells resembling 
the surrounding hepatic cells. Generally the tumours 
were sharply demarcated from the surrounding liver, 
although there was little or no fibrous encapsulation. 
They were designated hepatic-cell adenomata. In 
addition, mild generalized hypertrophy of hepatic cells 
and other minor changes were seen in the liver, but no 
cirrhosis. No tumours of the liver were found in 18 
control rats, and the incidence in other rats of the same 
stock fed on normal or variously modified diets was about 
|» 


In similar experiments with thioacetamide the out- 
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standing lesion was cirrhosis of the liver. One mouse 
that received a 0-05% concentration had a histologically 
malignant tumour originating from hepatic cells and of a 
type not encountered among spontaneous liver tumours; 
another had a hepatic-cell adenoma. 

It was concluded that thiourea administered orally for 
long periods induced liver tumours without cirrhosis in a 
large percentage of albino rats, at concentrations of the 
drug which might be lower than those producing thyroid 
hyperplasia. Thioacetamide apparently had a slight 
tumour-producing action on the liver but was very potent 
in causing nodular cirrhosis. L. Foulds 


1728. In vitro Studies on the Effect of Spleen, Striated 
Muscle, and Kidney upon the Growth of Sarcoma 180 
and Mammary Carcinoma of Mice 
L. O. Jones. Cancer Research [Cancer Res.| 9, 27-34, 
Jan., 1949. 6 figs., bibliography. 


Roller-tube cultures of sarcoma 180 from a mouse of 
the Swiss strain and of a spontaneous adenocarcinoma 
of the breast from a mouse of the Paris strain were used. 
One hundred transplants were made—25 as controls, 25 

‘in close proximity to spleen transplants, 25 with kidney 
transplants, and 25 with skeletal-muscle transplants. 
Because of their slower rate of growth the kidney and 
muscle transplants were started 4 to 8 days before the 
tumours. 
separately as controls. At 10 to 12 days some of the 
sarcoma-180 transplants were injected into the dorsal 
subcutaneous tissues of mice of the same original strain 
and tumour growth was followed. 

The explants examined daily up to 12 days showed no 
difference from controls. Cultures transplanted back 
into mice grew as rapidly and showed the same histology 
as controls similarly transplanted. It is concluded that 
there is no interaction between tumour and host tissues 
and that the infrequency of metastases to muscle, kidney, 
and spleen cannot be explained on such a basis. 

G. Calcutt 


1729. Effect of an Antireticular Cytotoxic Serum on the 
Brown-—Pearce Carcinoma of the Rabbit 

D. Movitz, O. SAPHIR, and A. A. StrAuss. Cancer 
Research [Cancer Res.] 9, 17-26, Jan., 1949. Biblio- 
graphy. 


Rabbits of hybrid stock received 2 ml. of a normal- 
saline suspension of minced and emulsified Brown- 
Pearce carcinoma into each testis. Animals in which 
tumour growth occurred in 5 to 10 days were split into 
two groups—one used as control and one for treatment. 
Experimental animals received subcutaneous doses of 
antireticular cytotoxic serum prepared by the intravenous 
injection of normal spleen and marrow suspension 
extract into a dog until the complement-fixation titre 
reached | in 80. The doses ranged from 0-00015 to 
0-03 ml. diluted in saline and were injected at 48-hour 
intervals, a total of 3 increasing doses being given in each 
case. ‘Later series received: 2 doses at 9-day intervals, 
each of 0-00125 ml.; 3 doses of 0-00125 ml. at 7- and 


9-day intervals; and 2 doses of 0*001 ml. administered 


Equal numbers of each organ were grown. 


on the 7th and 16th days after emptanietion of the 
tumour. 

Results were estimated on a basis of survival rates 
and degrees of malignancy in the various animals, the 
latter being based on the extent to which organs other 
than the testis became involved in the tumour growth. 
The larger dosages of serum had a stimulating effect on 
the tumour; the smallest had no apparent effect, and the 
intermediate ones showed a slight lessening in the degree 
of malignancy and a slight increase in survival time. 

G. Calcutt 


1730. The Influence of 11-Dehydro-17-hydroxycorti- 
costerone on Chemically-induced Carcinoma. A Pre- 
liminary Report 

B. L. BAKER and W. L. WuitaKer. University Hospital 
Bulletin, Ann Arbor (Univ. Hosp. Bull., Ann Arbor| 15, 
4, Jan., 1949. 2 refs. 


Since the application of 11-dehydro-17-hydroxycorti- 
costerone to the skin had been shown to inhibit the 
growth of hair and epidermis, its possible effect on tumour 
growth was investigated. Mouse tumours induced by 
3-methylcholanthrene were painted twice daily with 
0-05 to 0-15 ml. of a solution of the hormone in 25% 
alcohol (1 mg. of hormone per ml. of alcohol) for 11 to 
27 days. Similar tumours in control mice were treated 
with alcohol alone. All the tumours continued to grow, 
but in some cases the hormone did appear to check the 
rate of growth. The number of mice used in these 
preliminary experiments was 19, with 22 controls. 

H. G. Crabtree 


MORBID ANATOMY 


1731. The Nature of the Double-contoured and Stratified 
Intracellular Bodies in Sarcoidosis (Boeck-Schaumann) 
G. TeEtLuM. American Journal of Pathology {Amer. J. 
Path.] 25, 85-91, Jan., 1949. 4 figs., 15 refs. 


Sarcoidosis is considered by the author to be of allergic 
origin with consequent hyperglobulinosis of the reticulo- 
endothelial system. Intra-cytoplasmic precipitation of 
the globulin, often with subsequent impregnation with 
iron and calcium, results in the formation of the bodies 
which stimulate a foreign body giant cell reaction. 
Similar precipitation phenomena in other disease pro- 
cesses are reviewed. R. C. B. Pugh 


1732. Miultinucleated Epithelial Cells in the Tubules of 
the Human Kidney 

J. W. HARMAN and J. M. HoGan. Archives of Pathology 
[Arch. Path.} 47, 29-36, Jan., 1949. 2 figs., 29 refs. 


A number of pathologists have repeated Weigert’s 
original finding (1878) of multinucleated giant tubular 
epithelial cells in the kidney. The authors found them 
in sections of the kidney from 39 out of 256 consecutive 
necropsies (15-2%). They were confined exclusively to 
the proximal convoluted tubules, being scattered at 
random, and bearing no relation to local scars, infarcts, 
or inflammation. The number of nuclei in each giant 
cell varied from 4 to 30, increasing with the incidence of 


| 
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giant cells in the section. The cells were basal, and their 
cytoplasm was deeply eosinophilic, non-vacuolated, and 
non-granular. Their nuclei were mostly smaller than 
normal, hyperchromatic, often fragmented; mitotic 
figures were absent in all cases and the change was con- 
sidered to be a degenerative rather than an atypical 
regenerative one. The incidence of these giant cells 
was rare in patients whose age was less than 40 and 
increased proportionately with age thereafter. In no 
case was any evidence of renal insufficiency detected. 
I. Doniach 


1733. The Mural Cells of Capillary Hemangiomas 
E. J. EicHwaLp. Archives of Pathology [Arch. Path.] 
47, 78-89, Jan., 1949. 11 figs., 6 refs. 


The author discusses the origin and nature of those 
cells in a capillary angioma which lie just beneath the 
endothelium. They are described as non-endothelial 
tumour cells, and fibrous nodules which the author has 
observed in the walls of the vascular channels are stated 
to be due to regressive changes in this angioblastic tissue. 
[He does not state whether these nodules contained any 
haemosiderin.] A. C. Lendrum 


1734. Asymptomatic Retention of Pancreatic Secretion 
M. L. MENTEN and W. C. Kinsey. Archives of Pathology 
[Arch. Path.] 47, 90-96, Jan., 1949. 2 figs., 7 refs. 


Retained pancreatic secretion, not associated with 
cystic disease of the pancreas, was found in 35 out of 
256 routine necropsies on children. No gross lesions 
were found in the pancreas, but microscopically there 
was dilatation of varying numbers of acini with flattening 
of the epithelium, and the lumen contained homogeneous 
or finely granular eosinophilic material. Similar secre- 
tions were found in ductules and larger ducts. In those 
of the surrounding acini which were free of secretion 
there was loss of zymogen from the cells. Associated 
pulmonary lesions were found in many cases and included 
acute bronchitis, bronchiectasis, patchy broncho- 
pneumonia, and interstitial pneumonia. The most pro- 
nounced pancreatic lesions were found in 2 cases of 
diarrhoea of the newborn. It is suggested that metabolic 
disturbances result in the defective synthesis of pancreatic 
enzyme, but the widely varying causes of death in the 
cases examined make it impossible for any one factor to 
be incriminated. R. H. Heptinstall 


1735. Regional Pluricentric Hemolympholipoblastosis 
C. G. Tepescut. Archives of Pathology [Arch. Path.) 47, 
44-59, Jan., 1949. 5 figs., 42 refs. 


From the heterogeneous group of tumours called 
retroperitoneal sarcomata, Goormaghtigh separated off 
cases of lipoblastosis. The regional pluricentric lipo- 
blastoses are perhaps tumours of the lateral cell mass. 

A systemic tumour-like proliferation of the retro- 
peritoneal fat and of almost all intra-abdominal fatty 
structures is described in a woman of 75, who suffered 
from ascites for 4 months and died of shock after 


_ peritoneoscopy. At necropsy the omentum, mesentery, 


mesocolon, and appendices epiploicae were involved in 
a firm, lobulated, lardaceous tissue. The other fat 
depots in the body were normal. Microscopically there 
was a diffuse infiltration of cells reminiscent of bone- 
marrow cells. Most cells were like lymphocytes, but 
there were also spindle cells and nodules with the 
appearance of extramedullary haematopoiesis. A similar 
mass obstructed the thoracic duct. These changes were 
held to exclude the possibility of an inflammatory lesion. 
The absence of mitotic figures and of cellular or structural 
anarchy suggested a relatively benign process. The 
many developmental potentialities of the undifferentiated 
mesenchymal cells indicated a return to embryonic 
conditions with a predominance of myeloid and lymphoid 
elements, and the author therefore chose the name 
haemolympholipoblastosis for this condition. 
E. Neumark 


CLINICAL PATHOLOGY 


1736. Interpretation of Findings in Cerebrospinal Fluid, — 


III. Syndrome of Multiple Sclerosis 

C. LANGE and A. H. Harris. American Journal of 
Clinical Pathology [Amer. J. clin. Path.] 19, 16-24, Jan., 
1949. 15 refs. 


In this paper the authors discuss the changes in cerebro- 
spinal fluid in disseminated sclerosis and compare from 
a clinical point of view various laboratory tests in which 
changes in composition of the fluid is recorded. 

Five tests on the cerebrospinal fluid have been suggested 
as diagnostic aids in this condition: (1) observation of 
general appearance; (2) the complement-fixation test 
of Wadsworth with cardiolipin antigen; (3) cell count 
and study of cell types; (4) determination of total 
protein concentration; (5) colloidal gold reaction. In 
disseminated sclerosis the cerebrospinal fluid is clear and 
colourless, and the complement-fixation test is negative. 
The cell picture and the total protein concentration are 
both usually normal. Polymorphonuclear leucocytes 
may be present in acute exacerbations of the disease, and 
protein content is sometimes slightly increased. 

The only relevant positive laboratory finding, is there- 
fore obtained from the quantitative colloidal gold reac- 
tion. In this test stabilized citrate gold sol is added to 
cerebrospinal fluid diluted in phosphate buffer, pH 7-4. 
A series of ten dilutions is made within the range 1 in 15 
to 1 in 576 where the interaction of coagulators and 
protectors is most clearly seen. With specimens of 
cerebrospinal fluid from patients with disseminated 
sclerosis a curve known as type D, is usually obtained. 
The distinctive feature of the type D curve is the level or 
“plateau ’’ where the colour (representing a certain 
degree of coagulation between the gold sol and the 
cerebrospinal fluid) is almost identical for several different 
dilutions. The type D curve is not specific for 
disseminated sclerosis, as it is occasionally found in 
encephalitis lethargica and typically in neurosyphilis, 
the strongest type D curve being invariably obtained in 
manifest untreated general paralysis. Blood serum in 
cases of severe liver disease (with damaged liver 
parenchyma) also gives the type D curve. The protein 
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responsible for producing the type D curve is thought to 
be y-globulin. This substance is increased in diseases 
characterized by parenchymatous degeneration, while 
proteins protecting the gold sol from coagulation are 
relatively decreased. 

The authors conclude that the essential laboratory 
findings in disseminated sclerosis are provided by 
performing the colloidal gold test on cerebrospinal fluid 
and the complement-fixation test on both cerebrospinal 
fluid and blood. The colloidal gold reaction is positive 
in neurosyphilis and disseminated sclerosis, but by the 
complement-fixation test the two conditions are dis- 
tinguished. The laboratory findings encountered in 
disseminated sclerosis are sporadically present in chronic 
neuro-virus infections and in almost arrested parenchy- 
matous neurosyphilis, but the differential clinical 
diagnosis between these three conditions usually offers 
no difficulty. R. P. Foggie 


1737. Use of Thymol Turbidity as Lipid Absorption 
Test. Experiences with Thymol Turbidity and Zinc 
Sulfate Turbidity Tests Under Physiologic and Pathologic 
Conditions 

H. Popper, F. STEIGMANN, H. Dyniewicz, and A. Dusin. 
Journal of Laboratory and Clinical Medicine [J. Lab. clin. 
Med.) 34, 105-115, Jan., 1949. 3 figs., 31 refs. 


Tests were carried out on 471 patients, some with 
liver disease. Thymol turbidity was estimated in all 
patients: in 114 cases determination was made of the 
turbidity which developed after dilution of the serum 
with a buffered zinc sulphate solution (2-4 mg. per 100 ml.) 
and in 60 cases after dilution with either the pheno- 
barbitone buffer or distilled water alone. 

The thymol turbidity value varied in 64 control 
patients from 0-5 to 6-9 units. In acute hepatitis (126 
cases) the average was 11-7 units, in cirrhosis with jaun- 
dice (91 cases) 10-1 units, and in cirrhosis without 
jaundice (39 cases) 6°3 units. Zinc sulphate turbidity 
values in normal subjects averaged 8 units, but in the 
cases of liver disease readings up to 21 units were ob- 
served. However, the value was normal in cases of 
extrahepatic jaundice. After the intake of almost every 
type of lipid the thymol turbidity value rose moderately 
in control patients but only slightly in patients with liver 
disease. The zinc sulphate turbidity value also rose, but 
much less in proportion. Thymol flocculation was not 
produced by any of the lipids. The highest rise in 
~thymol turbidity value was encountered after the intake 
of 50 g. of butter with 6 g. of choline, though this was 
far less marked in patients with liver disease. 


R. B. Lucas 


1738. Thymol Turbidity Values in the Sera of Newborn 
and Premature Infants and of Mothers at Term 
M. M. Desmonpb, H. J. ZIMMERMAN, L. K. SWEET, and 


L. J. THoMaAS. Pediatrics [Pediatrics] 3, 49-55, Jan., 
1949. 4 figs., 10 refs. 


After determining the values for thymol turbidity in 
sera of 108 healthy full-term and premature infants 
and 65 mothers at term, the authors conclude that 


no correlation exists between these values and the absolute 
globulin level, or albumin-globulin ratio, in the serum of 
infants and mothers. They found that the thymol 
turbidity values for infants are considerably below those 
of normal adults and of mothers at term, but that there 
is no significant difference between newborn full-term 
and premature infants up to two months. Thymol 
turbidity values seemed independent of the power of the 
liver to clear the blood of bilirubin and showed no 
correlation with the degree of physiological jaundice. 

It is suggested that the low thymol turbidity values of 
infant sera may be related to low f-globulin or lipid 


levels in blood, and the authors point to the desirability © 


of determining all these data on the same serum, since 
recent work has demonstrated that the thymol precipitate 
in the thymol test is largely 8-globulin. M. Baber 


See Section Digestive Disorders, Abstracts 1857, 1857a. 


1739. Infected Intervertebral 
Puncture 

L. L. BroMtey, J. D. Craic, and A. W. L. KEsseEL. 
British Medical Journal (Brit. med. J.) 1, 132-133, Jan. 22, 
1949. 1 fig., 15 refs. 


Disk After Lumbar 


In a search of the literature the authors found 44 cases 
of injury to intervertebral disks caused by lumbar punc- 
ture, two cases being complicated by infection of the disk 
or adjoining vertebral bodies. The clinical picture in all 
the reported cases was constant. At a varying interval 
after lumbar puncture low backache develops and is 
accompanied by rigidity of the lumbar spine and diminu- 
tion of the normal lumbar lordosis. Radiography 
subsequently reveals some loss of intervertebral joint 
space and, later, sclerosis of the adjacent vertebral 
bodies. 

The authors describe one case, in a girl aged 12, in 
which an intervertebral abscess between the third and 
fourth lumbar vertebrae tracked laterally round the 
right side of the abdominal wall and appeared in the left 
mid-lateral line 5 cm. above the inguinal ligament. 
Dissection of the track, which was 16 cm. in length, 
resulted in eventual cure. The majority of reported 
cases have been in children and this is thought to be due 
not to the increased frequency of lumbar puncture in 
children but to the fact that the depth of the disk from the 
skin is much less than in adults. Geoffrey McComas 


1740. An Improved Method for the Detection of Osmotic 
Abnormalities of Erythrocytes 

M. H. Jacoss, D. R. Stewart, W. J. Brown, and L. J. 
KIMMELMAN. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 217, 47-52, Jan., 1949. 2 figs., 
12 refs. 


A new rapid method for determining osmotic abnor- 
malities in small quantities of blood obtained from a 
finger-prick is described. The course of haemolysis in 
0-24 M thiourea or 0-18 M glycerol solution with added 
sodiumchloride is recorded photographically overa period 
of 3 minutes. The blood is collected in 0-9% saline, 
buffered at a pH of 7-4, standardized to a chosen optical 
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density with a photo-electric colorimeter, and examined 
at a constant temperature. The progress of haemolysis 
is recorded by means of a constant source of light, a 
photo-electric cell, a micro-galvanometer, light projector, 
and a recording camera making exposures every 
10 seconds. Appropriate standards are also recorded. 
In 200 healthy white subjects the normal curve showed an 
initial slow rise lasting for from rather less than a minute 
to 70 seconds, a sudden acceleration of the rise marked 
by the appearance of a more or less distinct angle, a 
rapid rise lasting for 50 to 70 seconds, and a final slow rise 
which virtually ceases and produces a final flat top to the 
curve. The initial slow rise was due to swelling with little 
haemolysis. Increased fragility is indicated by a shorten- 
ing of the time required to reach the angle and by a rapid 
rise, and decreased fragility by the opposite. Results 
are parallel to those found with the usual methods. 
Modifications of the method are suggested for use when 
the apparatus described is not obtainable. 


J. Maclean Smith 


1741. Phosphatases in Blood of Man. Values in Whole 
Blood, Plasma, Cytolysates and Erythrocytic Suspensions 
H. BEHRENDT. American Journal of Clinical Pathology 


[Amer. J. clin. Path.] 19, 167-176, Feb., 1949. 2 figs., 
21 refs. 


For the estimations in plasma and cytolysates, venous 
blood was withdrawn into tubes containing sodium 
oxalate or heparin. The cells were then separated from 
the plasma and haemolysed by the addition of distilled 
water. The plasma or cytolysate was now brought to 
act upon f-glycerophosphate, veronal buffer of pH 8-9 
being used to maintain the optimum alkaline reaction, 
and veronal-acetate buffers to study the acid phosphatase 
activity at pH 4-9. These blood—substrate—buffer mix- 
tures were incubated at 37° C. for 1 hour and, after the 
addition of 3 ml. of 20% trichloroacetic acid and sub- 
sequent filtration, the amount of phosphorus was 
determined in an aliquot of the clear filtrate. A control 
was set up and treated in the same manner, except that 
the trichloroacetic acid was added before incubation. The 
difference between the phosphorus content of sample 
and control represented the phosphatase activity of the 
blood derivative. The results were expressed as units 
of phosphatase activity, | unit being equivalent to 1 mg. 
of phosphorus liberated per 100 ml. of plasma during 
1 hour of incubation. 

Plasma and cytolysate were obtained from 7 persons, 
3 of them apparently normal and the others suffering 
from sickle-cell anaemia, toxic anaemia, biliary cirrhosis, 
and Paget’s disease. Phosphatase activity was present 
in all specimens at pH 4-9, cytolysates showing greater 
activity than plasma. At pH 8-9, however, cytolysates 
showed little, if any, activity. Measurements were also 
made with phenylphosphate as the substrate. Here it 
was found that phosphatase activity at pH 8-9 was more 
than twice as great in plasma as in erythrocytes, whereas 
at pH 4-9 erythrocytes possessed an activity at least 100 
times greater than that of plasma, the actual values 
recorded for erythrocytes ranging from 94-4 to 305-3 
units, as defined above. 


A second group of determinations was carried out on 
specimens from patients whose diseases affected the 
relative erythrocyte volume or the level of alkaline or acid 
phosphatase. In these specimens the acid phosphatase 
of the erythrocytes was found to be higher than in cells 
of normal blood, though only 5 patients were examined in 
this series. Experiments were made with erythrocytes 
in whole blood and also suspended in saline solu- 
tion. Here it appeared that the erythrocyte suspensions 
had a phosphatase activity at least as strong as that 
of the haemolysed cells. This is taken as showing that 
the phosphatase principle, when retained within the 
erythrocyte, is as active as, or even has a stronger 
enzymic action on the extracellular substrate than, the 
same enzyme when released by cytolysis into the sub- 
strate—buffer medium. R. B. Lucas 


1742. The Errors of Some Haematological Methods as 
They are Used in a Routine Laboratory 

R. BicGs and R. L. MACMILLAN. Journal of Clinical 
Pathology {J. clin. Path.) 1, 269-287, Nov., 1948. 14 
figs., 30 refs. 


Certain routine haematological procedures were 
carried out, some of them repeatedly, by five different 
observers on the same samples of blood and the variation 
in results studied statistically. Haemoglobin was 
estimated by the Haldane method and by measurement 
of oxyhaemoglobin content by means of a neutral grey 
photometer. The latter method gave a smaller random 
variation (that part of the total error not attributed to 
any specific factor) and a smaller difference between the 
results obtained by different observers, both of these 
factors showing an error probably approaching the 
minimum for haemoglobin determination. The total 
error in the erythrocyte count, which is more fully 
analysed by the authors in a further paper (see Abstract 
1743), was almost 10%. Since repeated estimation of the 
packed cell volume of oxalated venous blood, mzasured 
in Wintrobe tubes, gave an almost negligible error, the 
authors suggest that this procedure is well adapted to 
routine use. 

Of the indices calculated from the above-described 
estimations, the mean corpuscular haemoglobin con- 
centration showed relatively little variation, whereas 
there was a wide range in colour index and mean 
corpuscular volume. Price-Jones curves drawn by each 
of the five observers, who measured 100 cells from each 
of 5 slides taken from the same subject, showed a wide 
variation, the total error being 0-231, of which the com- 
ponent error due to chance variation in the population 
of cells selected from a particular slide was only 0-04, 
so that a negligible gain in precision would have been 
obtained by increasing the number of cells measured to 
500. Compared with the errors of other investigations 
which give an indication of cell size, that of the Price- 
Jones curve is small and the authors suggest that curves 
drawn before and after treatment would give a more 
complete and precise record of the patient’s progress 
than repeated estimations of the colour index and mean 


corpuscular volume, and with little greater expenditure 
of time. 


te 
of 
o] 
se 
re 
m 
ol 
no 
of | 
vid 
ity 
ice 
ite 
Ta. 
| | 
EL. 
22, 
||) 
nc- 
lisk 
all 
‘val 
is 
nu- 
phy 
bral 
in 
and 
the 
left ip 
ent. 
gth, 
rted 
due 
e in 
1 the 
as 


422 PATHOLOGY 


The error in estimation of coagulation time was less 
. with Lee and White’s method than with that of Dale 
and Laidlaw, while Lempert’s direct method for the 
platelet count gave a much smaller variation than 
Dameshek’s indirect method, although both showed a 
large standard variation, the errors being due mainly 
to the observers and to the random variation. In the 
reticulocyte count, individual differences between 
observers was the most important source of error. 
Results of erythrocyte fragility estimations suggested 
that a wider range of normality should be allowed than 
that established by Dacie and Vaughan. 

Wilfrid E. Hunt 


1743. The Error of the Red Cell Count - 
R. BicGcs and R. L. MACMILLAN. Journal of Clinical 
Pathology {J. clin. Path.] 1, 288-291, Nov., 1948. 11 refs. 


When two skilled technicians each made ten erythro- 
cyte counts on the same sample of normal blood, rejecting 
counts showing a variation greater than 18 cells between 
the five squares counted, their figures showed coefficients 
of variation of 1-9 and 2°1% respectively, thus closely 
approaching Wintrobe’s requirement that repeat counts 
on a single sample should agree to within 200,000 cells, 
implying a standard error of 1-4%. There was, however, 
a fairly large difference between the two sets of results. 
In another experiment a sample of blood was divided 
into 5 fractions, each of which was then counted by 5 
technicians who, unlike those in the first experiment, were 
not aware that the specimens all came from the same 
source. The coefficient of variation rose to 7°6%. The 
authors suggest that training which aims at attaining 
agreement between repeated counts on a single sample 
leads to an unconscious bias in favour of agreement, and 
that a training in accurate counting is therefore highly 
desirable. When an experiment similar to the first was 
performed by 5 doctors who were not specially skilled 
in the technique and were allowed a difference between 
the squares of 40 instead of 18 cells, a standard error of 
9-5% was obtained. The authors conclude that in 
erythrocyte counting a difference of up to 40 cells between 
the five separate squares should be allowed, and that the 
standard error lies between 8 and 10%. 

Wilfrid E. Hunt 


1744. Production of Therapeutic Fractions of Human 
Blood Serum. Removal of Salts with lIon-exchange 
Resins 

A. F. Rei and F. Jones. American Journal of Clinical 
Pathology {Amer. J. clin. Path.| 19, 10-15, Jan., 1949. 
1 fig., 9 refs. 


Synthetic ion-exchange resins were used for the pro- 
duction of isolated and purified proteins present normally 
in the blood stream. Examples are given illustrating 
the production of pure human serum albumin, fibrinogen, 
and various globulins. 

Since protein molecules are large colloidal particles, 
their solubility is dependent on the concentration of the 
ions of the solution. The principle of the method 
described is to decrease the ionic strength of the solution 


by removal of the salts directly with ion-exchange resins, 
thus causing a selective precipitation of the proteins, 
The solution (blood plasma or serum) was passed 
alternatively through beds of suitable cation-exchange 
and anion-exchange resins, the inevitable change in pH 
being limited to a fall to pH 6 with the cation-exchange 
resin, and a rise to pH 8 with the anion-exchange resin, 
the buffering of plasma being of assistance here. The 
protein obtained was then redissolved in saline and again 
treated with resins, with further precipitation. The 
process was repeated several times according to the degree 
of refinement required. More precise pH control could 
have been obtained by using a mixture of anion- and 
cation-exchange resins, but the absorptive power would 
then have been very slight since the exchange capacity 
of the resins for hydrogen and hydroxyl ions depends on 
their concentration in the solution. : 

Specimens containing Rh antibodies were isolated by 
this method and in these there was no appreciable loss of 
antibody activity, which suggests that little or no 
denaturation of the protein had taken place. Pyrogenic 
contaminants, when present, could be (quantitatively) 
removed by passing the solution through successive 
columns of a stable cation-exchange resin. 

The authors consider that this method of isolating 
plasma proteins yields a product suitable for clinical 
use, with practically no loss of the normal properties of 
the protein. R. P. Foggie 


1745. Studies on a Proteolytic Enzyme in Human Plasma. 
IV. The Rate of Lysis of Plasma Clots in Normal and 
Diseased Individuals, with Particular Reference to Hepatic 
Disease 

O. D. Ratnorr. Bulletin of the Johns Hopkins Hospital 
(Bull. Johns Hopk. Hosp.} 84, 29-42, Jan., 1949. 1 fig., 
15 refs. 


This is a report of studies on the rate of fibrinolysis, 
carried out by observing the rate of disappearance of the 
clot in recalcified oxalated plasma incubated at 37° C. 
The length of time from the formation of the clot until 
the contents of the tube became clear was recorded as 
the clot lysis time. When this time was 48 hours or less 
the sterility of the tube was verified by culture. If 


bacterial contamination had occurred the test was not _ 


considered valid. 

In 49 presumably normal adults (33 males, 16 females) 
fibrinolysis was not observed in less than 3 days. The 
possibility of more rapid fibrinolysis in occasional cases 
seemed likely, however, from the distribution curve. 
Variation in clot lysis time in individuals was greater 
in females, and in some fibrinolysis was more rapid 
during menstruation. Of 118 patients from medical 
and surgical wards who showed neither clinical nor 
laboratory evidence of hepatic insufficiency, in 8 the clot 
lysis time was under 2 days. Rapid fibrinolysis was 
almost invariable in biliary cirrhosis (27 of 29 cases), but 
in 13 cases of acute hepatitis the clot lysis time was normal 
(tests performed on the Ist to the 60th day of disease). 
In 24 patients with hepatic damage due to other causes 
clot lysis time was under 3 days in 12 and under 4 days 
in 21. A. Brown 
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1746. The Mean Bleeding Time. Statistical Methods. 
(Le temps de saignement moyen. Notions statistiques) 
J. RosKAM. Sang [Sang] 19, 448-457, 1948. 7 figs., 
9 refs. 


The bleeding time is very variable. In this investiga- 
tion the method of Duke and several modifications were 
used on volunteers and on rabbits. Numerous readings 
were made, both ear lobes usually being employed. The 
mean bleeding time is abnormal when the right and left 
ear values differ markedly and when there is much dis- 
crepancy between the different readings. 

E. Neumark 


1747. Serum Cholinesterase in Some Pathological 
Conditions 

M. G. Levine and R. E. Hoyt. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N. Y.] 70, 50-53, Jan., 1949. 20 refs. 


Serum cholinesterase was estimated in patients with 
tuberculosis, in cases of neoplastic disease, and in a series 
of pregnant women. The following reagents were 
employed, the figures being the final concentrations in a 
total volume of 3 ml. : 0-1 ml. serum, 00017 M sodium 
bicarbonate, and 0-0034 M acetylcholine chloride. 
“The production of acetic acid from acetylcholine was 
followed at 37° C. by means of the liberation of carbon 
dioxide from a bicarbonate—carbonic-acid buffer in War- 
burg vessels. These vessels were gassed at room tempera- 
ture with a mixture of 95% nitrogen and 5% carbon 
dioxide. At zero time the acetylcholine was tipped into 
the serum and bicarbonate mixture. Readings were then 
taken at 20 and 40 minutes.” 

In 59 pregnant women at the time of delivery the 
serum cholinesterase value (average value, 75 pl. CO,) 
was less than in 67 non-pregnant women (average value, 
90 pl. CO,). There was also a decrease in the serum 
cholinesterase amount during the course of pregnancy. 
In 143 cases of tuberculosis there was no significant 
change in the serum cholinesterase values. In 26 patients 
with a variety of malignant tumours there was a signi- 
ficant decrease in the amount of enzyme, the mean value 
being 62-7 yl. COz. R. B. Lucas 


1748. Multiple Sites for Bone-marrow Puncture, with 
Particular Reference to Children 

J. J. RHEINGOLD, L. WEISFUSE, and W. DAMESHEK. New 
England Journal of Medicine [New Engl. J. Med. 240, 
54-56, Jan. 13, 1949. 2 figs., 4 refs. 


The use of the iliac crest and vertebral spines as sites 
for bone-marrow puncture instead of, or in addition to, 
the sternum, has several advantages; for example, when a 
sensitive patient refuses to have a second sternal puncture, 
when the sternal marrow has been altered by irradiation 
of the mediastinum, or when the sternum is unusually 
tender on pressure. In children, spinous-process punc- 
ture is preferable both on account of the shallowness of 
the sternal cavity and because the child is not alarmed by 
observing the activities associated with the operation. 
Moreover, the significance of a hypocellular smear from 
sternal aspiration can be assessed by noting whether a 


similar result is obtained from the iliac crest or vertebral 
spine; multiple punctures may be of assistance also in 
diagnosis when an abnormal smear is obtained from one 
site although the other two show a normal marrow pic- 
ture. The technique of iliac-crest and spinous-process 
puncture is essentially the same as that of sternal puncture. 
Any of the lower thoracic or lumbar vertebrae can be 
used with the patient in the prone position. In 3t 
patients in whom multiple sites were used for marrow 
puncture, the appearance of the marrow from the different 
sites, and the differential cell counts, were strikingly 
similar. Wilfrid E. Hunt 


1749. Some Observations on Thiouracil Neutropenia, 
with Special Reference to the Sternal Marrow 

E. K. BLACKBURN. Journal of Clinical Pathology UU. 
clin. Path.| 1, 295-301, Nov., 1948. 1 fig., 46 refs. 


A full description is given of the sternal marrow pictures 
of 5 patients who developed varying grades of neutro- 
penia, and of one who developed complete agranulo- 
cytosis, while under treatment with thiouracil. The 
morphology of the lymphocytes, the number of which 
was increased in 3 cases, was normal throughout. 
Contrary to some previous observations, there was no 
increase in reticulum cells, haemocytoblasts, or mega- 
karyocytes, and the erythropoietic tissue showed no 
abnormality. The most striking changes were in the 
myeloid series; the numbers of these cells were constantly 
depressed and they showed morphological abnormalities, 
affecting even the earliest cells, which were suggestive 
of a discrepancy in maturation of the nucleus and 
cytoplasm. These findings support the view that 
thiouracil neutropenia is due to a direct toxic effect of 
the drug on the myeloid cells rather than to the develop- 
ment of hypersensitivity of the leucocyte. The 
differential marrow counts and the abnormal cellular 
morphology in the author’s cases provide evidence in 
favour of Plum’s concept of neutropenia as opposed to 
the maturation arrest theory, the former postulating a 
progressive reduction and loss, first of granulocyte 
precursors, then of mature, and later of immature 
granulocytes, the cells reappearing in the reverse order 
during recovery. Marrow cultures, which were made in 
4 of the 6 cases, were sterile, thus confirming that 
infection is not a primary cause of thiouracil neutropenia; 
while liver function tests, which were normal in all but 
2 patients, showed that contrary to some previous 
opinions liver function has little connexion with this 
condition. The onset of neutropenia bore no relation 
to the dosage level, the period of administration of the 
drug, or the clinical symptoms; this confirms that no 
general rules can be laid down for the avoidance of this 
dangerous complication in thiouracil therapy. 

Wilfrid E. Hunt 


1750. Turbidimetric Estimation of Serum Colloids in 
Extrahepatic Disease 

F. T. Maner and F. D. MANN. Gastroenterology 
[Gastroenterology] 12, 409-418, March, 1949. 26 refs. 


See also Section Physiology and Biochemistry, 
Abstracts 1625-7. 
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Microbiology 


1751. Cultivation of Trypanosoma cruzi in the Develop- 
ing Chick Embryo 

P. N. GANAPATI. Nature (Nature, Lond.] 162, 963-964, 
Dec. 18, 1948. 2 figs., 3 refs. 


Though Trypanosoma cruzi has been cultivated in 
chick embryo tissue, previous attempts at inoculation of 
the living embryo have been unsuccessful. The author, 
however, succeeded in infecting embryos and in pro- 
ducing characteristic lesions on the chorio-allantoic 
membrane by inoculating the latter, after 10 to 14 days’ 
incubation of the eggs, with either equal parts of infected 
mouse-heart blood and citrate-saline, or a culture on 


Novy—MacNeal-Nicolle medium. After 3 or more days_ 


the eggs were opened and the membrane and embryo 
heart blood examined. 

Trypanosomes appeared in the blood of the embryo on 
the fifth day after inoculation, and no inoculated em- 
bryos survived to hatch out. The chorio-allantoic 
membrane also showed typical lesions by this time, 
consisting of whitish opaque granulations over the 
inoculated area, while the membrane had thickened and 
the blood vessels dilated. Sections showed “ cysts” 
produced by the invasion of ectodermal cells and con- 
taining leishmania forms in large numbers. The 
surrounding cells also proliferated, the thickening so 
produced constituting the characteristic lesion. Crithidiae 
forms were also observed in 5-day membranes. Meso- 
derm and endoderm were mainly unaffected. This 
work opens up a field for the study of drug action. 

G. T. L. Archer 


VIRUSES 


1752. The Relation of Infectious and Hemagglutination 
Titers to the Adaptation of Influenza Virus to Mice 

C. WANG. Journal of Experimental Medicine [J. exp. 
Med.] 88, 515-519, Nov., 1948. 2 figs., 7 refs. 


Hirst (J. exp. Med., 1947, 86, 357) showed that egg- 
adapted influenza A virus multiplied in mouse lung to the 
same titre as the fully mouse-adapted strains, with the 


difference that consolidative lesions and death did not - 


occur in the former. The author has studied the 
behaviour in mice of two lines of the Rhodes 1947 A 
strain of influenza virus, one egg-adapted and the other 
mouse-adapted. After intranasal inoculation of virus, 
lungs were removed at intervals, ground up in saline, 
and centrifuged, the supernatants being titrated for 
infectivity in eggs and for fowl erythrocyte agglutination. 
With the mouse-adapted strain the infective titre of the 
lung supernatants rapidly increased in the first 12 hours 
and reached a maximum at 24 hours. With the egg- 
adapted strain the titres rose more slowly and reached 
a peak between 48 and 72 hours after inoculation, the 
final titres being only slightly less (10-®> as compared 


with 10-7°5). The egg-adapted strain in 48-hour lung 
suspension produced only partial agglutination of fowl 
erythrocytes at 1 in 20, while the mouse-adapted strain 
in lung supernatants at 24 hours gave titres of 1 in 1,280. 
The conclusions are drawn (1) that the mouse-adapted 
strain multiplied more rapidly, and (2) that the ability 
of a strain to agglutinate chicken erythrocytes is a measure 
of its pathogenicity for the mouse. 

[The latter conclusion should be regarded with reserve 
since the converse may be true. The lower infectious 
and haemagglutination titres of the egg-adapted strain 
in the mouse-lung supernatants may have been due to 
adsotption of the virus by lung particles and to more 
rapid elution of virus in the mouse-adapted strain. 


’ Masked haemagglutinin has been demonstrated in lung 


suspensions of hamsters infected with unadapted influenza 
virus (see Friedwald and Hook, J. exp. Med., 1948, 88, 
343).] Alan P. Goffe 


1753. The Agglutination of Human Erythrocytes Modi- 
fied by Treatment with Newcastle Disease and Influenza 
Virus 

A. L. FLORMAN. Journal of Bacteriology [J. Bact.) 57, 
31-38, Jan., 1949. 1 fig., 10 refs. 


Sera from a proportion of patients with infectious 
mononucleosis, serum sickness, or hepatitis agglutinated 
human group O erythrocytes previously treated with 
Newcastle disease virus (N.D.V.) but not cells treated 
with influenza virus A (PR8), B (Lee), or normal allantoic 
fluid. Normal or immune rabbit sera (PR8, Lee, and 
N.D.V.) also agglutinated N.D.V.-treated human 
erythrocytes. Two factors were present: one, absorbed 
by normal chick tissue, was common to all the rabbit 
sera, the other was found only in the N.D.V. rabbit 
serum. A comparison of sera from an N.D.V.-immune 
rabbit and a patient with infectious mononucleosis 
showed that, although both agglutinated N.D.V.-treated 
human erythrocytes to high titre, only the rabbit serum 
possessed N.D.V.-neutralizing antibodies as measured by 
the N.D.V. agglutination-inhibition test. 

B. P. Marmion 


1754. Purification of Psittacosis Virus by Alcohol 
Precipitation and Centrifugation 
J. C. WaGner, O. J. Go_us, and V. W. ANDREW. Pro- 


ceedings of the Society for Experimental Biology and — 


Medicine (Proc. Soc. exp. Biol., N. Y.| 69, 202-206, Nov., 
1948. 7 refs. 


An attempt was made by the authors to purify psitta- 
cosis virus (contained in the allantoic fluid of eggs 
incubated for 4 to 5 days after inoculation) by precipita- 
tion with methyl and ethyl alcohol at 0°C. and at 
—40° C. Although the virus was successfully separated 
from the allantoic fluid it was found on comparison with 
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the results obtained by differential centrifugation that 
precipitation with alcohol conferred no advantage, the 
speed of centrifugation alone determining the recovery 
of virus. B. P. Marmion 


1755. The Occurrence of Pleuropneumonia-like Organ- 
isms in Material from the Postpartum Uterus; Simplified 
Methods for Isolation and Staining 

I. G. SHaus and J. A. Guitpeau. Bulletin of the 
Johns Hopkins Hospital [Bull. Johns Hopk. Hosp. 84, 
1-10, Jar., 1949. 15 refs. 


The presence of pleuropneumonia-like organisms in 
the normal and pathological vagina and cervix has been 
recorded by a number of observers. Evidence is now 
brought forward that these organisms can frequently 
be found in the post-partum uterus. They were isolated 
from 17 of 112 patients, and in 11 cases they occurred 
in pure culture. The incidence was considerably higher 
in patients who had received penicillin than in those 
who had not. This finding does not support the theory 
that pleuropneumonia-like organisms represent variant 
forms of other bacteria produced in vivo by the action of 
penicillin. Material from the uterine cavity was inocu- 
lated immediately into fluid thioglycollate medium con- 
taining 0-5°% dextrose and 0-0001% resazurin. To the 
medium was then added 0-1 ml. of a sterile 4% solution 
of clarase (final concentration 0-:25%) to neutralize 
penicillin, and 2 ml. of sterile ascitic fluid. After 24 
hours’ incubation, and daily thereafter, the original 
thioglycollate cultures were streaked on plates of pan- 
creatic digest agar containing 20% ascitic fluid. For 
staining, a block of agar 5 mm. square is cut from the 
plate and placed colony side up on a slide. A small 
l-mm. loop of Wayson’s stain is placed in the centre of 
the agar block. This stain is prepared by dissolving 
0:2 g. basic fuchsin and 0-75 g. methylene blue in 20 ml. 
absolute alcohol, adding the dye to 200 ml. of 5% solution 
of phenol in distilled water, and filtering. The agar block 
is surrounded by four balls of plasticine, approximately 
2 to 3 mm. in diameter, and placed on the slide so as to 
form the corners of a 1-cm. square round the agar block. 
A cover-glass is lowered on to the stained agar block and 
the plasticine balls, and the preparation is examined with 
an oil-immersion lens. G. M. Findlay 


1756. Modification of Virus Receptors by Metaperiodate. 
I. The Properties of IO,-treated Red-cells 

S. F. pe St. GrotH. Australian Journal of Experimental 
Biology and Medical Science [Aust. J. exp. Biol. med. 
Sci.| 27, 65-81, Jan., 1949. 2 figs., 37 refs. 


Previous workers have shown that potassium meta- 
periodate added to fowl erythrocytes destroyed the 
receptors for influenza virus. In consequence, influenza 
virus could not be adsorbed and agglutination of the 
erythrocytes failed to occur. This observation was 
followed by many others in America and Australia which 
threw considerable light on the virus—host-cell relation- 
ship. These studies indicated that the receptors on 
susceptible cells were probably mucopolysaccharide in 
nature, that they could be inactivated by an enzyme 


secreted by the virus particles themselves, by an enzyme 
secreted by Vibrio cholerae, or by treatment’ with 
potassium metaperiodate (KIO,). 

In the present communication the behaviour of mixtures 
of influenza virus and erythrocytes treated with KIO, in 
concentrations varying from 0-01 M to 0-00001 M is 
described. In high concentration there was destruction 
of the receptors, but in medium concentration the 
receptors were evidently modified, so that, although 
adsorption of the virus occurs, spontaneous elution 
(because of inactivation of the receptors by the receptor- 
destroying enzymes of the virus itself) does not occur, 
nor does it occur if the receptor-destroying enzyme of 
V. cholerae be added to the system. 

Further observation showed that erythrocytes the 
receptors of which have been modified by treatment with 
periodate, then coated with adsorbed influenza virus, 
and then with the receptor-destroying enzyme of V. 
cholerae, have certain abnormal properties: (1) they are 
no longer agglutinated when suspended in saline; 
(2) they are not agglutinated if further doses of influenza 
virus are added; (3) they produce agglutination of fresh 
normal cells added to the system; (4) they destroy the 
receptors on normal cells and the virus inhibitor in various 
forms of mucoid; (5) they become agglutinated in the 
presence of sera specific for the virus with which they 
are coated; (6) the antibody neutralizes the agglutinating 
and enzymatic activities of the virus-coated cells. 

The theoretical implications of these findings are 
discussed, and the author suggests that metaperiodate 
alters the substrate on the erythrocytes, rendering it 
incapable of reaction with the receptor-inactivating 
enzyme of influenza virus or the mucinase of V. cholerae. 

R. Hare 


1757. Modification of Virus Receptors by Metaperiodate. 
II. Infection through Modified Receptors 

S. F. pe St. GrotH and D. M. GRAHAM. Australian 
Journal of Experimental Biology and Medical Science 
[Aust. J. exp. Biol. med. Sci.] 27, 83-98, Jan., 1949. 
3 figs., 15 refs. 


Following the demonstration that the receptors for 
influenza virus on erythrocytes can be modified by the 
action of potassium metaperiodate, the present paper 
concerns studies of the action of the salt on the receptors 
of the mouse lung or the chicken chorio-allantois. Ina 
preliminary series of experiments it was shown that 
potassium metaperiodate in relatively large amounts 
destroys the infectivity, enzyme activity, antigenicity, and 
haemagglutination properties of influenza viruses, but, 
in the doses employed in the subsequent experiments 
the salt had no effect on the virus and could in any event 
be neutralized by glycerol saline. 


Employing the allantoic cavity of embryonated hens’ — 


eggs, with or without treatment with formalin, or the 
lungs of mice, with or without subsequent excision, it 
was determined that preliminary treatment with potassium 
periodate modified the receptors, so that, although they 
were able to adsorb influenza virus, spontaneous elution 
did not occur, nor could it be liberated by the receptor- 
destroying enzyme of Vibrio cholerae. In spite of this 


| 
| 
a 
d 
h 
d 
c 
d 
n 
} 
it a 
it 
e 
is 
d 
n i 
y 
)- 
d 
3S 
i- 
ut 
d 
h 


426 


modification of the receptors so that they were no longer 
susceptible to the action of the mucinase of influenza 
virus, there was on the whole very little, if any, demon- 
strable difference in the ability of the virus to cause 
clinical infection of the cells. The hypothesis, therefore, 
that the first step in infection is adsorption of the virus 
on the surface of a susceptible cell, and the second step 
its liberation from the receptors into the interior of the 
cell through the action of its own mucinase, can be 
only partly correct because infection occurred in spite of 
the modification of the receptors in such a way as to 
render them insusceptible to the mucinase of the virus 
particles. 

The authors therefore suggest an alternative hypothesis 
—that the virus enters the cytoplasm by a passive process 
which they term “ viropexis ” or the “* passive uptake of 
the infective particle by the host-cell ”’. R. Hare 


1758. The Effect of Incubation at 37°C. on the 
Neutralization Test with Various Encephalitis Viruses 
Including Lansing Strains of Poliomyelitis Virus 
P. K. Oxitsky and J. Casas. Journal of Immunology 
[J. Immunol.] 60, 487-496, Dec., 1948. 32 refs. 


In a previous paper (J. Amer. med. Ass., 1947, 134, 
1224) the authors recommended incubating serum and 
virus mixtures for 2 hours at 37° C. as a preliminary step 
in the performance of the neutralization test for the 
diagnosis of the encephalitides. This recommendation 
was based on the assumption that incubation enhances 
neutralization, that the enhancement is specific, and that 
this procedure will therefore make the test more sensitive. 
The present paper deals with the influence on the 
sensitivity and specificity of the neutralization test of 
mixing virus with specific antiserum, normal control 
serum, and hormone broth and injecting either directly 
after mixing or after a period of incubation. Mixtures 
incubated for 2 hours at 37° C. showed a reduction in 
the titre of virus irrespective of whether the virus was in 
contact with antiserum, “‘ normal’ serum, or hormone 
broth. The reduction in titre in incubated compared 
with non-incubated mixtures was greater with the serum 
and virus mixtures than with the mixture of virus and 
hormone broth. This reduction was shown to be 
unrelated to alteration in pH. ‘ Normal” sera varied 
considerably in their ability to inactivate virus during 
incubation owing to a variable content of non-specific 
inhibitors, which were apparently more active at 37° C. 
The authors question the advisability of preliminary 
incubation of serum and virus mixtures in the performance 
of the neutralization test, on the grounds that such 
enhancement as occurs is due, at least in part, to 
non-specific factors. G. B. Forbes 


1759. Mengo Encephalomyelitis Virus: Isolation and 
Immunological Properties 

G. W. A. Dick, K. C. SMITHBURN, and A. J. HADDow. 
British Journal of Experimental Pathology [Brit. J. exp. 
Path.) 29, 547-558, Dec., 1948. 15 refs. 


This paper records the isolation of a hitherto unknown 
virus, which has been named Mengo encephalomyelitis 


MICROBIOLOGY 


virus and which is pathogenic to man and animals. The 
virus was first detected in Uganda in the cerebrospinal 
fluid, midbrain, and cord (but not in the cortex, pons, 
cerebellum, or medulla) of a laboratory rhesus monkey 
which had not been treated in any way but was found to 
be paralysed, and another strain was later isolated from 
the blood serum of a second rhesus monkey which was 
febrile but not paralysed. The virus was also isolated 
from Taeniorhynchus mosquitoes on two occasions, from 
the serum of a wild mongoose, and from a human case of 
fever with central nervous system involvement. 

Serological specificity tests indicated that all were 

strains of the same virus, the tests being carried out on 
mice infected by intracerebral injection.- 
_ The virus was not neutralized by sera containing anti- 
bodies against Eastern, Western, or Venezuelan equine 
encephalomyelitis, against Japanese B, St. Louis, West 
Nile, Ilheus, Theiler’s, or Far Eastern (Russian) encepha- 
litis, or against louping ill, lymphocytic choriomeningitis, 
o1 poliomyelitis. It was also found to be distinct from 
yellow fever virus and from the other neurotropic viruses 
of Uganda, such as Semliki, Bunyamwerea, Ntaya, 
Bwamba, and Uganda S viruses. 

Immune bodies against the virus were found to be 
present in the blood serum of 8 out of 23 rhesus monkeys, 
1 out of 6 Cercopithecus aethiops monkeys, and 1 out 
of 18 wild monkeys from the neighbourhood, and have 
also been demonstrated in human sera and in 1 out of 4 
mongooses trapped in the same area. R. Hare 


1760. Mengo Encephalomyelitis Virus: Pathogenicity 
for Animals and Physical Properties 

G. W. A. Dick: British Journal of Experimental Patho- 
logy (Brit. J. exp. Path.] 29, 559-577, Dec., 1948. 10 figs., 
11 refs. 


The isolation of the virus of Mengo encephalomyelitis 
has been described in a previous paper (see Abstract 
1759). Although originally found in the monkey it 
proved to be pathogenic for the mouse and its pathogenic 
properties have been chiefly studied in that animal. _ It is 
infective on intracerebral, intraperitoneal, intranasal, or 
subcutaneous inoculation, and at death can be found in 
the blood, brain, and spinal cord, and in somewhat lower 
titre in spleen, kidney, liver, heart, and lung. After 
intranasal inoculation the virus reached the blood within 
30 minutes, but was not demonstrable in the brain until 
the 4th or, in another experiment, the 6th hour. The 
virus is transmissible from mouse to mouse by contact, 
but only when there is overcrowding in the cages. 

Guinea-pigs are susceptible and may be infected by the 
intracerebral, subcutaneous, intraperitoneal, or intra- 
dermal route. Rabbits were found not to be susceptible. 
Of 9 rhesus monkeys which received intracerebral 
injections of the virus, only 2 showed signs of paralysis, 
but 4 out of 5 Cercopithecus aethiops monkeys inoculated 
became paralysed. The pathological changes found in 
all.the animals examined were confined to the central 
nervous system. No inclusion bodies were detected, nor 
was there evidence of endarteritis or vascular haemor- 
rhage. In general the appearances were of destruction 
of nerve cells, with or without cuffing of the vessels. 


ws 
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Collodion membrane filtration experiments showed 
that the virus has a diameter of 10 to 15 my, It resisted 
drying and storage in glycerin, but its heat resistance 
varied with the substrate, a temperature of 94° C. main- 
tained for 20 minutes being insufficient to kill all the virus 
when it was suspended in 10° serum saline, whereas a 
serum-free Seitz filtrate was destroyed after 30 minutes at 
60° C. The resistance of the virus to certain antiseptics 
was also studied. R. Hare 


See also Section Hygiene and Public Health, Abstract 
1612; and this section, Abstract 1776. 
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1761. A Study of Shigella Isolated in India and Burma, 
with Special Reference to Two Previously Undescribed 
Sero-types 

C. D. Cox and G. I. WALLAcE. Journal of Immunology 
[J. Immunol.} 60, 465-473, Dec., 1948. 14 refs. 


An analysis of 664 cultures of Shigella, or closely 
allied organisms, isolated from the stools of military 
personnel in India (Assam area) and Burma showed the 
following type distribution: Shig. paradysenteriae 
Flexner, 25:2%: Shig. sonnei, 24:3%; Shig. para- 
dysenteriae Boyd 88, 11-7%:; Boyd 103, 6:2%; Boyd 
P119, 5-9%:; Shig. ambigua, 5-9%. Strains of serological 
types Sachs and Boyd (other than 88, 103, and P119), 
Shig. dysenteriae, Shig. dispar, and Shig. alkalescens 
accounted for 13%, no single type exceeding 2% of the 
total. The figure for Shig. dysenteriae (0-9%) is con- 
sidered rather low for this area. Forty untypable 
cultures were investigated later in America, when a wider 
range of antisera was available. Four of these were 
found to be motile and were not studied further, and 5 
were identified as Shig. ambigua, 6 as Shig. dispar ll, 
3 as Shig. alkalescens, and 1 as Shig. dispar1. Seventeen 
were lactose fermenters (many late fermenters) and failed 
to agglutinate in any of the Shigella antisera. Three 


_lactose-negative, mannitol-positive strains, which were 


found by reciprocal agglutination and absorption tests 
to be serologically identical, showed no antigenic relation- 
ship to any other member of the Shigella group. These 
represent, in the view of the authors, a new serological 
type, which they have labelled for convenience type 112. 
These strains produced acid only from dextrose, mannitol, 
maltose (late), arabinose, xylose, and sorbitol. Negative 
reactions were obtained in lactose, sucrose, dulcitol, 
rhamnose, salicin, and raffinose, and indol was not 
formed. Another strain, also antigenically distinct and 
with biochemical reactions similar to the above with the 
exception that mannitol was not fermented, was also 
regarded as belonging to a hitherto undescribed 
serological type. G. B. Forbes 


1762. The Experimental Production of Antibodies to 
Staphylocoagulase 

M. TaGer and H. B. HAues. Journal of Immunology 
[/. Immunol.] 60, 475-485, Dec., 1948. 1 fig., 18 refs. 


Rabbits were immunized with a highly purified and 
potent preparation of coagulase, or with coagulase plus 


staphylolysin, or with staphylolysin alone. The plasma 


of animals which received coagulase, either alone or | 


with alpha lysin, showed significant and prompt increase 
in resistance to coagulase action. The coagulase- 
inhibiting activity of plasma and serum from rabbits 
immunized with coagulase plus alpha, lysin was greater 
than that of those immunized with coagulase alone, a 
finding in keeping with the known enhancing effect of 
this toxin on antibody production. Animals inoculated 
with toxin alone failed to produce antibodies to coagulase. 
Evidence that coagulase is antigenic for the rabbit is 
provided by the changes in plasma resistance to coagulase 
action, by the demonstration of serum-neutralizing and 
complement-fixating antibodies, and by collodion particle 
agglutination by the technique of Cavelti (J. Immunol., 
1947, 57, 141). The most convincing evidence of the 
specific nature of the antibodies produced in response to 
coagulase immunization is provided by the combined 
collodion particle agglutination and serum neutralization 
test. Removal of the antibody from an immune serum 
(by incubation with coagulase-coated collodion particles 
and centrifugation) resulted in a loss of ability of a serum 
so treated to neutralize coagulase. Plasma and serum 
from non-immunized human subjects and rabbits may 
show coagulase-inhibitory properties of a non-specific 
nature, but fail to give positive complement-fixation and 
collodion particle agglutination reactions. The authors 
conclude that the development of coagulase inhibition 
in response to immunization with coagulase is a true 
antigen-antibody reaction. G. B. Forbes 


1763. Viability of Freeze-dried BCG Cultures 
J. Uncar. Tubercle (Tubercle, Lond.) 30, 2-4, Jan., 
1949. 1 ref. 


This article is a record of an attempt to obtain a more 
stable preparation of B.C.G. by freeze-drying the culture. 
A strain of the culture (National Collection of Type 
Cultures No. 5692) was grown on potato slopes with the 
addition of Sauton fluid at 37°C. for 14 days. After 
removal of the growth from the slope it was weighed on 
an air-damped balance, and a homogeneous suspension 
of the organisms was made in sterile undiluted serum 
(both horse and human sera were used); the suspension 
contained 0-1 mg. of culture in 0-1 ml. of serum. It was 
then distributed in 0-1-ml. amounts in small glass tubes 
plugged with wool, and these were placed in larger 
tubes. A parallel series was also set up in 5% gelatin 
instead of serum. The tubes were next put in a mixture 
of ‘‘ dricold’*’ and acetone and transferred to a large 
dricold trap. The temperature of the freezing mixture 
was about —70°C. During the process of drying the 
temperature gradually increased, and by the time the 
culture was completely dry it had reached about —6° C. 
The whole process lasted 25 minutes. The outer tube 
was then sealed off in the gas flame. Tubes were stored 
in the refrigerator at 4° C. and in the incubator at 26° C. 
Immediately after drying, and thereafter at intervals, 
these tubes were tested for viability by washing off the 
culture into warm saline and planting on Loewenstein 
slopes. It was calculated that about 60% of the organ- 


isms remained viable over a period of at least 12 months. . 
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Moreover, these freeze-dried cultures maintained their 
antigenic properties, as indicated by tuberculin-sensitivity 
in vaccinated guinea-pigs. It is suggested that the method 
may be suitable for maintaining stock strains. 

S. Roodhouse Gloyne 


1764. The Isolation of Three Different Proteins and Two 
Polysaccharides from Tuberculin by Alcohol Fractionation. 
Their Chemical and Biological Properties 

F. B. Serwert. American Review of Tuberculosis [Amer. 
Rev. Tuberc.| 59, 86-101, Jan., 1949. 10 figs., 15 refs. 


Previous studies by this author have shown that tuber- 
culin protein isolated from heated tuberculin is a complex 
mixture of several proteins with different electrophoretic 
mobilities. In the present study raw unheated tuberculin 
derived from 3 human strains and a B.C.G. strain grown 
on Long's synthetic medium for 8 to 12 weeks served as 
material. One culture only was harvested after 5 weeks’ 
growth, and another after 13 weeks. 

An outline of a new fractionation procedure with 
alcohol at low temperature is given, which proved to be 
superior to methods used previously. The culture 
filtrates were concentrated by ultrafiltration, water being 
added to the concentrate and ultrafiltration continued in 
order to reduce salt concentration. The latter was 
found greatly to aid fractionation. The C protein was 
precipitated with acetic acid, and fractionation of the 
supernatant with alcohol yielded two polysaccharide 
fractions and another two protein fractions (B and A). 
Thus two polysaccharide fractions designated I and II 
and 3 protein fractions—A, B, and C—were isolated. A 
further protein fraction—D—was isolated from the 
5-weeks-grown culture. On electrophoresis the A pro- 
tein migrated at the slowest rate, the B and C proteins 
faster, and the D protein fastest. The B and C proteins 
showed much the same mobility but differed in solubility 
at pH 3:8 to 4-7. The D protein was subsequently 
identified as a nucleoprotein. The various fractions 
were extensively investigated chemically and _ their 
electrophoretic behaviour studied. Where possible, the 
fractions were also prepared by electrophoretic separation. 

Tuberculin potency of the fractions was compared with 
U.S. standard purified protein derivative (P.P.D.) in 
tuberculous guinea-pigs and normal human subjects. 
The A and B protein fractions proved more, and the C 
protein less, potent than P.P.D. Neither of the poly- 
saccharide fractions gave skin reactions. These findings 
are interpreted as indicating that the A protein is more 
specific than the mixture of all proteins present in P.P.D. 

E. Nassau 


1765. A Comparison of the Immunogenicity for Guinea 
Pigs of BCG Cultured Intermittently and Continuously in 
the Presence of Bile 
I. S. NEIMAN and N. HOLMGREN. American Review of 
Tuberculosis [Amer. Rev. Tuberc.| 59, 102-105, Jan., 
1949. 1 fig., 4 refs. 


Since Calmette attributed the attenuation of the 
bovine ancestor of the B.C.G. strain to cultivation on 
bile-containing media, and Holm more recently recom- 


mended cultivation on glycerin—bile—potato for the 
restoration or increase of the allegedly diminishing 
virulenceand antigenicity of B.C.G., itappeared justifiable 
to compare the properties of a B.C.G. vaccine prepared 
from a-culture kept continuously on ox-bile—glycerin- 
potato with the normally used vaccine cultivated accord- 
ing to Calmette’s original recommendation. Guinea- 
pigs immunized with the two B.C.G. vaccines showed 
no difference in the degree of tuberculin-sensitivity 
produced. Virulent infection with graded doses of the 
standard H37 strain 7 weeks after vaccination proved 
that both vaccines afforded the same degree of protection, 
E. Nassau 


1766. Macroscopic and Microscopic Morphological 
Changes in Cultures of Tubercle Bacilli Isolated from 
Patients under Treatment with Streptomycin. (Modi- 
ficazioni morfologiche macro- e microscopiche delle 
colture di bacilli di Koch isolate de malati in cura di 
streptomicina) 

G. Dappi and M. Luccuest. Annali dell’ Istituto 
* Carlo Forlanini” [Ann. Ist. C. Forlanini] 11, 512-515, 
1948. 3 figs. 


This paper describes the results of examination of 
pathological material from patients who were receiving 
streptomycin treatment for tuberculosis at the Forlanini 
Institute in Rome. The specimens, mostly sputum, were 
inoculated into Petragnani medium by the Petragnani 
technique, thus providing good cultures in an average 
of 3 weeks. The specimens were obtained from each 
patient before starting treatment, and at fortnightly 
intervals while receiving streptomycin. Investigations 
were carried out in 360 cases over a period of nearly 2 
years: in 100 of these cases tests were made in Herrold’s 
medium for streptomycin-resistance. 

During streptomycin treatment the colonies were 
smaller in size and films of coalescing colonies were 
therefore fewer than before treatment; the rate at which 
the colonies appeared, however, remained unchanged or 
even appeared to be accelerated in some cases. 
Individual colonies were roundish with a smooth surface 
and an even edge; if they merged into a film, the latter 
appeared smooth, little raised, and finely granular. 
When they were not so confluent as to form a film the 
colonies tended to coalesce into characteristic brownish- 
grey, slightly raised, more or less irregularly oval islands 
with a flat or slightly rolling surface and an uneven edge. 
After Ziehl-Neelsen staining the bacilli were seen under 
the microscope to be arranged in irregularly round masses, 
being close and apparently homogeneous in the central 
part of each mass, which was surrounded by a lighter 
ring made up of a thinner collection of cells. By contrast, 
the bacteria from normal cultures (that is, cultures made 
before streptomycin had been given) were seen under 
the microscope to be arranged in neatly plaited, more or 
less parallel, wavy chains. 

The authors compare the morphological changes seen 
in cultures of the tubercle bacillus from cases undergoing 
streptomycin treatment with the somewhat similar 
appearances observed in normal cultures while the latter 
are still young: this similarity, they think, suggests that 
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a slow-down of bacterial growth is coincident with the 
development of streptomycin resistance. They quote 
Dubos, Middlebrook, and Pierce (J. exp. Med., 1947, 
86, 175) as having recorded similar appearances in 
avirulent strains and they consider that these morpho- 
logical changes may prove to be a reliable warning of 
the development of resistance to the drug. The authors 
also refer to the investigations of Biffi-Gentili and 
Milano (Riv. Clin. med., 1948, 48, 229) who concluded 
that streptomycin-resistance was not accompanied by 
any morphological changes, and point out that their 
strains were few and had been isolated from patients 
with tuberculous meningitis who were receiving a much 
lower dosage of streptomycin than those in the present 
series. J. Cauchi 


1767. Enzymatic Studies on the Mechanism of the 
Resistance of Pneumococcus to Drugs. I. Studies 
of the Dehydrogenase Activities and Interrelationships of 
Pneumococci Susceptible and Resistant to Acriflavine, 
Atabrine, Optochin, Propamidine, and Sulfonamides 

J. S. Gots and M. G. SevaG. Journal of Bacteriology 
[J. Bact.] 56, 709-722, Dec., 1948. 24 refs. 


The development of drug resistance by Diplococcus 
pneumoniae types I, II, and III to acriflavine, mepacrine 
(atebrin), propamidine, ethylhydrocupreine (‘‘ opto- 
chin”), and sulphonamides was studied. The values 
assessed by culture methods were (a) the degree of 
resistance obtained; (4) the number of transfers for 
development of maximal resistance; (c) the stability of 
resistance; (d) the production of phase variation. The 
mouse virulence of the strains was checked for each drug 
treatment. The development of resistance to acriflavine 
and mepacrine was similar, many transfers being required. 
With both drugs, resistance increased 16 times after 30 
transfers. The resistance was unstable in drug-free 
media. Maximum resistance to propamidine was 
obtained after 5 transfers. Resistance increased 16 


- times with type II and 32 times with type ILI diplococci, 


and was stable in drug-free media. Resistance to opto- 
chin was maximal after 4 transfers and was increased 
8 times with types I and III and 20 times with type II 
diplococci. During culture, rough variants appeared 
which lacked sensitivity. Development of resistance to 
sulphonamides was slow and difficult to produce. After 
47 transfers resistance increased 8 times with type I and 
40 times with type IL and III diplococci. The latter 
types lost their typical mucoid characteristics and 
virulence for mice. ; 

Optochin- and sulphonamide-resistant organisms were 
resistant only to the drugs to which they had been 
exposed. Acridine- and propamidine-resistant drugs 
were not resistant to optochin and sulphonamides, but 
showed marked cross-resistance between themselves, 
this being greater than the cross-resistance between the 
two acridine drugs. 

Glucose, glycerol, lactate, fructose-1 : 6-diphosphate, 
and ethyl alcohol were dehydrogenated by normal 
pneumococci, but not maleate, fumarate, succinate, or 
pyruvate, the activity being,proportional to the number 
of organisms. With acriflavine-resistant organisms, 


glucose and lactate dehydrogenation was decreased in 
type I and glucose dehydrogenation in type II; no 
differences were observed in type III. With mepacrine 
resistance all three types showed marked reduction in 
glucose dehydrogenation and slight delay in lactate 
activity. With propamidine-resistant organisms, gly- 
cerol activity was also reduced in type I, and lactate 
activity in types I and III. The resistant type-II strain 
showed increased endogenous activity, which probably 
masked some of the specific dehydrogenation. With 
optochin-resistant organisms, only type I showed 
decrease in dehydrogenase activity with glucose, glycerol, 
and lactate. Glycerol activity was decreased in types 
I and II sulphonamide-resistant strains. Fructose-1 : 6- 
diphosphate activity was decreased in all type-I resistant 
strains, except those made sulphonamide-resistant. 
Rough variants derived from type II mucoid strain 
without exposure to drug lost dehydrogenase activity 
towards lactate and glycerol, but not glucose, The 
rough variant after exposure to optochin behaved 
similarly, but showed a slight loss of glucose activity. 
Type-III drug-free rough variant showed extreme 
endogenous dehydrogenase activity, as also did the rough 
variant derived from exposure to mepacrine. The type-II 
sulphonamide-resistant smooth strain showed no loss of 
activity compared with the susceptible mucoid parent 
strain. The type-II] sulphonamide-resistant smooth strain 
showed complete loss of lactate and glycerol activity, and 
slight loss of glucose dehydrogenase activity. The 
relation between these findings and the mechanism. of 
drug resistance is discussed. P. B. Marshall 


1768. Enzymatic Studies on the Mechanism of the 
Resistance of Pneumococcus to Drugs. II. The Inhibition 
of Dehydrogenase Activities by Drugs; Antagonistic 
Effects of Riboflavin to Inhibitions 

M. G. SevaG and J. S. Gots. Journal of Bacteriology 
[J. Bact.] 56, 723-735, Dec., 1948. 24 refs. 


A micro-adaptation of the Thunberg technique was 
used, enabling 100 or more variants to be tested. With 
susceptible organisms, glucose dehydrogenation was 
inhibited by acriflavine, mepacrine, “‘ optochin’’, and 
propamidine, but not by sulphonamides. The dehydro- 
genase activity towards fructose-1 : 6-diphosphate was 
less inhibited than that towards glucose; propamidine 
did not inhibit this dehydrogenase, though some inhibi- 
tion was obtained in Thunberg experiments in which the 
order of adding the reagents was different. Ethyl 
alcohol dehydrogenase was little inhibited by propami- 
dine, but greatly inhibited by acriflavine. Glycerol and 
lactate dehydrogenases were little affected by the drugs, 
propamidine being most inhibitory. The amount of 
drugs required to inhibit dehydrogenase was higher than 
that required to inhibit growth, but this might be due to 
the larger number of organisms used in measuring 
dehydrogenase activity. 

With the possible exception of type-I acriflavine- 
resistant organisms, all the resistant pneumococci 
showed less inhibition of glucose dehydrogenase by the 
respective drugs than did the susceptible strains. 
Organisms made resistant to one drug also showed less 
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inhibition of glucose dehydrogenase by other drugs with 
which they had not been in contact, this cross-resistance 
being most manifest between acriflavine and propamidine. 
These results paralleled the cross-resistance of growth 
inhibition. 

The presence of riboflavin had no effect on the inhibi- 
tion of growth by sulphonamides, and little effect on 
optochin and propamidine inhibition. Growth inhibi- 
tion by acriflavine and mepacrine was reversed by 
riboflavin. Acriflavine alone had no stimulatory effect 
on growth. P. B. Marshall 


1769. Enzymatic Studies on the Mechanism of the 
Resistance of Pneumococcus to Drugs. III, Experi- 
mental Results Indicating Alteration in Enzyme Proteins 
Associated with the Development of Resistance to Drugs 
M. G. SevaGc and J. S. Gots. Journal of Bacteriology 
[J. Bact.] 56, 737-748, Dec., 1948. 6 refs. 


The action of drugs on dehydrogenases from type-I 
pneumococci was the same when cell-free extracts were 
used as when intact cells were used. Similarly, the 
reduction of dehydrogenase activity of cell-free extracts 
of resistant strains and of intact cells was reversed by 
riboflavin. The decreased dehydrogenase activity of 
drug-resistant organisms was not due, therefore, to 
changes in cell-wall permeability. The drug-susceptible 
cells did not lose dehydrogenase activity per unit weight 
on dilution, but the resistant cells showed disproportion- 
ate inactivation on dilution. The process of inactivation 
was reversed in the presence of excess riboflavin. While 
the susceptible cells were not affected by lowering the 
temperature from 37° to 4° C., drug-resistant cells showed 
loss of activity as the temperature was lowered, an effect 
again reversible by excess riboflavin. There was no 
difference in the riboflavin content of the drug-susceptible 
and drug-resistant cells, so that the impaired dehydro- 
genase activity of the latter was not due to riboflavin 
deficiency. The loss of activity is attributed to an 
alteration of the protein component of the flavoproteins 
in the drug-resistant cells. P. B. Marshall 


1770. Bacterium paratyphosum A and Tetrathionate 
Broth 
F. Taset. Journal of the Royal Egyptian Medical 
Association [J. R. Egypt. med. Ass.] 32, 1-5, Jan., 1949. 
3 refs. 


See Section Cardiovascular Disorders, Abstract 1808. 
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1771. Tuberculin Reaction. III. Transfer of Systemic 

— Sensitivity with Cells of Tuberculous Guinea 
gs 

W. F. KircHuHeimer, R. S. Weiser, and R. VAN Liew. 

Proceedings of the Society for Experimental Biology and 

Medicine (Proc. Soc. exp. Biol., N.Y.] 70, 99-102, Jan., 

1949. 23 refs. . 


In the past the systemic tuberculin reaction was used 
as an index of sensitivity in many attempts to accomplish 


homologous and heterologous passive transfer (with 
serum, whole blood, exudates, transudates, and organ 
triturates) of tuberculin sensitivity in laboratory animals 
and man, but results were inconclusive. The present 
investigation on guinea-pigs shows conclusively that 
systemic tuberculin sensitivity can be passively trans- 
ferred with the cells from induced peritoneal exudates 
of tuberculous donors. The donor guinea-pigs were 
sensitized by intraperitoneal injection of about 5 mg. of 


living Mycobacterium tuberculosis (B.C.G. bovine strain); - 


cellular exudation was then induced in the donor animals 
by intraperitoneal injection of 25 to 30 ml. of paraffin 
oil, and the cells were collected from animals killed 48 
hours after paraffin oil injection. The recipients were 
healthy male guinea-pigs each of which was injected with 
the washed and pooled cells from 6 donors. Each 
recipient received 48 hours later an_ intraperitoneal 
injection of 2 ml. of old tuberculin diluted with 8 ml. of 
normal saline. Five out of 8 recipients died of tuberculin 
shock in 20 to 50 hours after the challenge tuberculin 
inoculation, and 3 recovered from severe shock; in one 
control animal tuberculin shock developed. Thesystemic 
shock produced in the recipients was of the typical delayed 
“tuberculin ’’ type. In a limited number of tests it was 
also found that desensitization of tuberculous donors 
with tuberculin tends to abolish the capacity of their 
peritoneal cells passively to transfer tuberculin sensitivity. 
H. P. Fox 


1772. Methods for Measuring the Activity of Components 
of the Streptococcal Fibrinolytic System, and Streptococcal 
Desoxyribonuclease 

L. R. CHRISTENSEN. Journal of Clinical Investigation 
[J. clin. Invest.] 28, 163-172, Jan., 1949. 1 fig., 35 refs. 


Streptokinase may be obtained in about 25% yield by 
treating filtrates of cultures of Streptococcus Group C 
strain H46A, grown in high glucose concentrations with 
intermittent neutralization with caustic soda, with 
protamine to remove impurities, followed by precipita- 
tion of streptokinase with 20% cold ethanol. An 
increase of ethanol concentration to 40 to 50% precipi- 
tates the desoxyribose nuclease. 

Methods are described for the quantitative estimation 
of streptokinase, antistreptokinase, serum inhibitor, 
serum plasminogen, and desoxyribose nuclease. Exam- 
ination of a number of sera by these methods has shown 
that after streptokinase has been injected intrapleurally in 
man there is a sharp increase in the serum antistrepto- 
kinase level, which is normally higher in adults than in 
children, and is very high in rheumatic fever. Serum 
antistreptokinase estimations in the dog, monkey, man, 


children, cow, and horse [numbers not given] gave 


progressively diminishing titres in that order. The serum 
inhibitor level is increased in wasting diseases and it is 
found in high titre in guinea-pig serum. Serum inhibitor 
is destroyed by heating at 56° C. for 30 minutes; anti- 
streptokinase is unaffected. The results for the serum 
plasminogen level are of uncertain accuracy; chicken, 
dog, monkey, and cow serum gave low titres, while there 
may be an increase in titre@in serum from tuberculous 
patients. C. L. Oakley 
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1773. The Effect in Patients of Streptococcal Fibrinolysin 
(Streptokinase) and Streptococcal Desoxyribonuclease on 


Fibrinous, Purulent, and Sanguinous Pleural Exudations ~ 


W. S. Turetr and S. SHerry. Journal of Clinical 
Investigation [J. clin. Invest.] 28, 173-190, Jan., 1949. 
8 figs., 17 refs. 


Methods are described of purifying and concentrating 
filtrates of cultures of Streptococcus Group C type 
H46A to yield streptokinase and desoxyribose nuclease 
suitable for intrapleural injection in man. In 23 patients 
suffering from exudative pleurisy who received intra- 
pleural injection of these substances, repeated aspiration 
of the exudate showed the enzymes to be active in vivo; 
the effects did not extend outside the pleural cavity. 

Reactions were limited to trdnsient fever with general 
malaise and local leucocytosis. Although no well- 
marked clinical effects were observed or expected and 
the authors admit that lysis of the fibrin barrier may 
have deleterious effects, they draw attention to the 
possibility of using enzyme systems to alter the patho-. 
logical changes occurring in exudates in serous cavities. 

C. L. Oakley 


1774. The Toxic and Antigenic Properties of Fractions 
Prepared from the Complete Antigen of Shigella dysenteriae 
C. Tat and L. Journal of Immunology {[J. 
Immunol.] 58, 337-348, April, 1948. 21 refs. 


A series of fractions was prepared from Shigella 
dysenteriae (S strain) according to the methods of Morgan. 
The conjugated protein component of the complete anti- 
gen produced most of the endotoxic reactions—lethal 
effect, haemorrhagic reactions, decrease in liver glycogen, 
decrease in ascorbic acid in the adrenals. The simple 
protein did not elicit them. Leucopenia and hypo- 
thermia in guinea-pigs was produced by the conjugated 
protein as well as by the non-degraded polysaccharide. 
The latter also acted as a “ preparing” and as an 
“ injury-producing”’ factor in the Shwartzman test. 
The hypothermic reaction in mice and rats was not 
regularly associated with any distinct constituent. The 
“ pathogenizing ”’ activity of the complete antigen was 
ascribed mainly to the polysaccharides and to a lesser 
degree to the conjugated protein. The antigenicity of 
the complete antigen depended on the integrity of the 
carbohydrate-protein linkage. The conjugated protein 
was itself antigenic. Joyce Wright 


1775. Studies in Dysentery Vaccination. I. The Passive 
Mouse Protection Test. II. Humoral Antibody Content 
of Sera from Children Convalescent from Dysentery. 
III. Immunity in Mice Injected with Vaccines of Shigella 
M.L.Cooperand Journal of Immunology 
[J. Immunol.] 58, 349-368, April, 1948. 38 refs. 


Sera from subjects receiving Shigella vaccines were 
examined for passive mouse-protective power by 
(a) ‘constant serum” and (4) “‘ constant organism 
methods. The latter method had certain advantages. 
Fewer mice and less serum were required, comparison 
of protective volumes of sera was possible, and the pro- 


tective power of a subject’s serum before and after 
vaccination could be determined. 

Sera from 11 children convalescent from dysentery 
were tested for agglutination titre and 50° mouse- 
protective volumes, the strain of Shigella isolated from 
the patient concerned being used. Seven samples 
(6 from children under 18 months) caused no agglutina- 
tion; in 4 (from children aged 3 to 8 years) titres ranged 
from 40 to 640. Protective serum volumes varied from 
0-0004 to 0-1 ml., the more protective sera usually being 
obtained from the older children. Two highly protective 
sera had an agglutination titre of 0. 

Mice actively immunized with vaccines of Shigella 
sonnei, Shigella ambigua, Shigella flexneri V1 (Boyd 88), 
and Shigella flexneri I11-Z showed a higher degree of 
immunity to homologous than to heterologous infection. 
Hyperimmunization of mice (with a vaccine of Shigella 
flexner I1-Z, followed by many LD 50 of living homo- 
logous Shigella) produced a higher degree of heterologous 
immunity against Shigella flexneri 11-W than did vaccina- 
tion with Shigella flexneri I1I-1 alone; some degree of 
immunity to Shigella sonnei was also found in the hyper- 
immunized mice. Seitz filtrates of cultures of Shigella 
flexneri Ul-Z stimulated homologous immunity to an 
unexpected degree. Joyce Wright 


1776. Influence of Detergents on Egg-white Inhibition of 
Hemagglutination by Formolized Swine Influenza Virus 
F. E. A. Eckert, and J. W. BEARD. Proceedings 
of the Society for Experimental Biology and Medicine 
[Proc. Soc. exp. Biol., N.Y.] 70, 130-134, Jan., 1949. 
6 refs. 


In two previous papers Lanni and Beard (Proc. Soc. 
exp. Biol., N.Y., 1948, 68, 312 and 442) reported the 
capacity of hen’s egg-white (EW) to inhibit haemag- 
glutination by the purified swine influenza virus and its 


_ derivatives (vaccine) obtained by heating or treatment 


with formaldehyde. Many of the studies involved the 
use of purified formolized virus prepared for vaccine and 
stored for 4 years at 4°C.; this preparation served for 
titrating the inhibitor (EW). Certain irregularities in 
the results of these titrations made it necessary to search 
for the factors concerned. The studies reported in the 
present paper show that the irregularities are due to a 
residuum of the detergent in the tubes used for the titra- 
tion of EW inhibitor. The residuum of detergent, if 
great enough and uniform enough, caused considerable 
and uniform depression of agglutination. The detergent 
(green soap) in the range of concentrations which modified 
the EW inhibition of vaccine haemagglutination, does 
not inhibit haemagglutination by vaccine in the absence 
of EW, nor does the detergent agglutinate erythrocytes 
or cause haemolysis. On the other hand, EW in the 
absence of detergent acts as an inhibitor in high dilutions. 
The amount of the detergent needed to cause irregularities 
in the EW titration is the amount which is sufficient to 
cover the internal glass surface of a titration tube with a 
single, close-packed unimolecular layer of the detergent. 
The mechanism of the detergent effect is being investigated 
and will be the subject of a subsequent report. 
H. P. Fox 
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1777. Study of the Thymus in 7,400 Consecutive Newborn 
Infants 

E. A. Conti and G. D. Patton. American Journal of 
Obstetrics and Gynecology [Amer. J. Obstet. Gynec.} 56, 
884-892, Nov., 1948. 1 fig., 6 refs. 


The authors have not been able to throw much light 
on the problem of the part played by the thymus in sudden 
death in infants. Analysis of 5 sudden deaths in the 
series failed to elicit any proof that they were due to 
thymus compression. Neonatal x-ray investigations 
have not aided in forestalling sudden death in young 
infants, and negative diagnostic x-ray films in the neo- 
natal period do not preclude the possibility of enlargement 
occurring at a later date. The benefits to be gained by 
preventing later enlargement with respiratory symptoms 
in the 5% who show neonatal thymus enlargement do 
not justify the use of radiography as a routine procedure. 
Patients in these cases can apparently be adequately 
and safely treated after the onset of symptoms. 

L. A. Cruttenden 


1778. Sepsis of Obscure Origin in the Newborn 
W. A. SILVERMAN and W. E. Homan. Pediatrics 
[Pediatrics] 3, 157-176, Feb., 1949. 28 refs. 


Sepsis in the newborn is discussed with reference to a 
group of babies admitted between May, 1937, and May, 
1948, to the Babies Hospital, New York City, only those 
cases being considered in which the origin of the sepsis 
was obscure. During this period of 11 years, 25 infants 
were observed in whom illness began when they were 
under 30 days of age and from whom one or more 
positive ante-mortem blood cultures were obtained. 

In 14 of these the condition was caused by Bacterium 
coli, and in 4 each by streptococci and staphylococci; 
Aerobacter aerogenes, Salmonella, and Proteus were each 
responsible for one case. Nineteen of the patients were 
male, and in the Bact. coli group all the 14 were boys. 
Symptoms tend to be mixed, but high temperature was 
common, and in order of frequency the following symp- 
toms were noted: jaundice, 11; gastro-intestinal symp- 
toms, 9; respiratory distress, 8: cyanosis, 6; skin lesions, 
4; bleeding, 4; and symptoms due to disturbance in the 
central nervous system, 3. After admission 16 infants 
had jaundice at some time, and symptoms of pyelo- 
nephritis appeared in 12 of the patients. Of the whole 
group 14 died. [The details of clinical and laboratory 
findings are given in tables, which should be consulted.] 

A full review of the literature is given, and it is interest- 
ing to note that in the series of cases under discussion 
the predominance of coliform organisms does not 
correspond with the findings of previous observers. 
The probable reason is that in this publication the 
selection of cases was based upon the presence of a 
definite syndrome, and cases of major infection with 


secondary findings due to spread through the blood 
stream were excluded. Thirty-five similar cases have 
been found in the literature. Patrick Mallam 


1779. Sudden and Unexpected Natural Death. IV. 
Sudden and Unexpected Natural Death in Infants and 
Young Children 

S. M. Rasson. Journal of Pediatrics Pediat. 34, 
166-173, Feb., 1949. 9 refs. 


Sudden and unexpected natural death in infants and 
young children encountered in medico-legal practice is 
chiefly found in male subjects and seldom beyond the 
age of 3 years. Of a group of 69 patients under 5 years 
of age studied in detail, only 6 were older than 2 years of 
age. The contribution of negroes goes far beyond their 
proportion of the population, and is not regarded as a 
purely biologically racial phenomenon. Respiratory 
disease is the great leveller, accounting for almost 80% 
of the unexpected deaths in infants. Caution may be 
necessary, however, lest undue weight be placed on the 
role of anatomically minor inflammatory changes in 
the breathing apparatus. There is a group of sudden 
and unexpecied natural deaths in which the present 
usual means of investigation fail to uncover the cause 
of death. Such cases are encountered in apparently 
normal infants, usually between the ages of 4 to 8 months. 
The role of the thymus has yet to be clarified in the 
production of unexpected death. The variability of its 
weight, especially in the newborn infant, makes an 
evaluation of the lethal role of size alone exceptionally 
difficult. A single instance of a thymus sufficiently 
enlarged to have pressed upon the upper airway is 
recorded, but there was no evidence to indicate why the 
child died when it did, and not sooner or later. 

A plea is made.for complete necropsy, including 
bacteriologic and chemical examination, for judicious 
evaluation of necropsy evidence and correlation with 
the clinical history, and for a willingness to admit 
inability to fix the cause of death._—[Authors’ summary.] 


1780. Absence of Transverse Aortic Arch with Defects 
of Cardiac Septums. Report of a Case simulating Acute 
Abdominal Disease in a Newborn Infant 

D. WEISMAN and H. D. KesTten. American Journal of 
Diseases of Children [Amer. J. Dis. Child.] 76, 326-330, 
Sept., 1948. 2 figs., 7 refs. 


Complete interruption of the arch of the aorta is a. 


very rarecondition. Inthe case reported, which occurred 
in a male infant aged 3 days, the heart was greatly dilated 
and there were both auricular and ventricular septal 
defects. The aortic valve was bicuspid with a large, 
irregularly formed cusp and a rudimentary one. The 
ascending aorta continued into an innominate artery, 
which divided into a right common carotid and right 
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subclavian artery. There was no evidence whatsoever 
of the arch of the aorta, which was completely interrupted. 
The pulmonary artery after its division into right and 
left branches continued by a widely patent ductus 
arteriosus into the descending aorta, and a left common 
carotid and left subclavian artery took origin from the 
descending arch just distal to the ductus. An embryo- 
logical explanation is given. The clinical effects of the 
abnormality, which was not recognized in life, were 
progressive overloading of the right ventricle through the 
auricular and ventricular septal defects. This led to a 
rise in venous pressure and congestion of the viscera 
with intestinal haemorrhage. Only the right side of the 
head and the right upper arm received fully oxygenated 
blood, and a diagnosis of gross arterial abnormality 


.might have been made had cyanosis been observed 


earlier on the left side than on the right. This is the 
thirteenth case of this abnormality so far reported. 
James W. Brown 


1781. Mechanism of Hyperbilirubinemia in the Newborn 
Infant. Experimental Demonstration of Functional 
Hepatic Immaturity 

G. J. FASHENA. American Journal of Diseases of Chil- 
dren [Amer. J. Dis. Child.] 76, 196-202, Aug., 1948. 
10 refs. 


The author, working at the Southwestern Medical 
College, Dallas, Texas, estimated the haemoglobin 
concentration, erythrocyte volume, plasma bilirubin 


~ Jevel, and erythrocyte count in 21 normal infants each 


day for the first week of life. Meconium bilirubin 
was also estimated, the blood examined for A, B, O, and 
Rh factors, and the velocity constant of excretion of 
bilirubin estimated by Weech’s technique (J. clin. Invest., 
1941, 20, 323). 

The following results were obtained by the author. 
(1) There was no statistically significant difference in 
the average fall in erythrocyte count as between infants 
whose blood bilirubin attained a level of over 8 mg. 
per 100 ml. and those with a lower degree of bilirubin- 
aemia. (2) There was no apparent relation between 
degree of fall in packed erythrocyte volume and degree of 
hyperbilirubinaemia. (3) Infants with a high meconium 
bilirubin content had on the whole a low plasma bili- 
rubin level. (4) In infants whose plasma bilirubin level 
was more than 2-5 mg. per 100 ml. the velocity constant 
of bilirubin excretion was less than 2x 10-%, a figure 
which Weech considers to be indicative of impaired 
hepatic function. The velocity constant was normal in 
infants whose plasma bilirubin level was less than 1 mg. 
per 100ml. (5) No apparent relation was found between 
plasma bilirubin level and the possibility of incompati- 
bility between the blood of mother and child. 

From these findings the author concludes that hyper- 
bilirubinaemia in the newborn is the result of functional 
immaturity of the liver operating before birth and not, 
as some think, a haemolytic or incompatibility pheno- 
menon. She discusses the value of Weech’s method of 
investigating liver function, which is claimed to eliminate 
the error resulting from failure to allow for the initial 
blood level of bilirubin. A. T. Macqueen 


M—2F 


1782. Disturbances of Water and Electrolytes in Infantile 
Diarrhea 

D. C. Darrow, E. L. Pratt, J. Fuerr, A. H. GAMBLE, 
and H. F. Wiese. Pediatrics [Pediatrics] 3, 129-156, 
Feb., 1949. 12 figs., 35 refs. 


This is a complicated paper in which detailed bio- 
chemical investigations of the water and electrolyte 
balance in the cells and tissue fluids in infantile diarrhoea 
are carefully considered. [From the clinical standpoint 
it is made abundantly clear that the ordinary chart of 
intake and output so often employed in ward work is a 
highly inaccurate yardstick.] 

The methods employed were applied in 8 cases of 
severe diarrhoea. It would appear that intracellular 
sodium content is slightly high during dehydration in 
many cases, and that sodium chloride, without sodium 
bicarbonate, will usually serve to restore a deficiency of 
sodium and chloride. Furthermore, there is evidence 
that acidosis can be explained largely by deficiency of 
potassium which leads to the transfer of extracellular 
sodium into the cells during dehydration. It is there- 
fore concluded that fluid used to replace water and 
electrolytes should contain potassium, sodium, and 
chloride, an observation which has been generally accepted 
in recent years. Finally, it is pointed out that the 
administration of sodium bicarbonate without potassium, 
in order to restore rapidly the concentration of serum 
bicarbonate in acidosis, may upset the electrolyte balance 
of the cell and cause alkalosis. [This paper is very 
carefully worked out and merits the attention of all 
paediatricians. ] Patrick Mallam 


1783. Prothrombin Deficiency of the Newborn 

A. RANDALL and J. P. RANDALL. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N. Y.] 70, 215-218, Feb., 1949. 18 refs. 


The prolonged prothrombin times observed in the case 
of certain apparently normal newborn infants can, in the 
one-stage technique, be restored to a normal time by the 


addition of (1) plasma from normal adults; (2) stored | 


plasma from normal adults; or (3) stored serum from 
normal adults. A less pronounced decrease in pro- 
thrombin time occurred when plasma from normal 
infants with normal prothrombin times was added. 
Varying results were obtained, but any decrease in 
prothrombin time was slight, when plasma from patients 
treated with dicoumarol or those with liver disease was 
added. The authors’ conclusion is that the prolongation 
of the prothrombin time is not due to simple prothrom- 
bin deficiency. They believe that a factor is provided 
by normal and aged plasma and serum which accelerates 
the conversion of prothrombin to thrombin and which is 
absent in these newborn infants and perhaps also in 
patients treated with dicoumarol. John F. Loutit 


1784. Treatment of Dwarfism by Sex Hormones. 
(Traitement des nanismes par les hormones génitales) 
A. LicHtTwitz, M. Grivaux, G. Simon, and M. DELA- 
VILLE. Semaine des Hépitaux de Paris [Sem. Hop. 
Paris] 25, 185-197, Jan. 18, 1949. 
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1785. Effect of Body Position on Incidence of Motion 
Sickness 

G. W. MANNING and W.G. Stewart. Journal of Applied 
Physiology {J. appl. Physiol.| 1, 619-628, March, 1949. 
2 figs., 14 refs. 


Swinging in a large swing has been found a useful 
laboratory method in the study of motion sickness. 
This particular study is concerned with the effect of 
different positions of the head and various visual orien- 
tations on the incidence of swing sickness. “ Illness” 
was interpreted as a state of extreme pallor, sweating, 
nausea, and maybe vomiting, and a request for the swing- 
ing to be stopped. The subjects were 825 young airmen 
who were subjected 1,005 times to swinging on a 
stretcher in various positions. The swing had support- 
ing ropes 14 ft. (427 cm.) in length, its frequency was 
14 per minute, and the amplitude of the swing 69 degrees. 
Great care was taken to see that these conditions were 
standardized. The maximum incidence of swing sick- 
ness was found to occur when the swung subject was 
sitting completely enclosed in a cabin-like arrangement; 
the minimum incidence occurred with the subject swung 
in the supine position with his eyes open. 

The theoretical implication of the studies is that 
motion sickness is primarily a labyrinthine disturbance 
which can be modified by visual orientation. The practi- 
cal implication is that the supine position with the eyes 
open will render a person less susceptible to motion 
sickness. H. E. Holling 


1786. Penicillin and Allergy. (Pénicilline et allergie) 
L. MicHaup and P. H. Crausaz. Schweizerische 
Medizinische Wochenschrift [Schweiz. med. Wschr.] 78, 
1242-1245, Dec. 24, 1948. 6 figs. 


These workers at the Medical Clinic of the University 
of Lausanne describe 2 cases in which intrabronchial 
instillation of penicillin in doses of 400,000 units produced 
transient lobar consolidation. The lobe affected was 
that supplied by the bronchus concerned; radiographic 
opacity in the lobe lasted for about 6 days and was 
accompanied by symptoms characteristic of an allergic 
response, namely, fever, bronchospasm, irritating rash, 
and a blood eosinophilia of up to 20%. [The type and 
vehicle of the penicillin are not described.] 

G. S. Crockett 


1787. Importance of Inhalant Allergens in Atopic 
Dermatitis 


L. Turr. Journal of Investigative Dermatology [J. invest. 
Derm.) 12, 211-219, April, 1949. 20 refs. 


1788. Transitory Pulmonary Infiltrations (Loeffler’s 
Syndrome) with Case Report 

A. M. Tocxer. Journal of Allergy [J. Allergy] 20, 
211-221, May, 1949. 3 figs., bibliography. 


General 


1789. Climatotherapy in Allergic Diseases. A Clinical 
Report 

F. B. SCHUTZBANK. Journal of the American Medical 
Association [J. Amer. med. Ass.} 139, 1260-1263, April, 
30, 1949. 


See also Sections Radiology, Abstract 1706; Cardio- 
vascular Disorders, Abstract 1804. 


METABOLIC DISORDERS 


1790. The Magnesium—Calcium Balance in Inanition. 
(Magnesium-Calcium-bilanz bei Inanition) 

K. MELLINGHOFF and W. VAN LESSEN. Deutsches 
Archiv fiir Klinische Medizin {Dtsch. Arch. klin. Med.] 
194, 285-293, 1949. 20 refs. 


Magnesium and calcium balance estimations were 
performed on one healthy subject and 2 ex-prisoners of 
war suffering from malnutrition during a 3-day pre- 
liminary control period, for 3 days while the subjects 
were taking 6 g. of magnesium lactate daily, and during a 
final 3-day control period. During the taking of 
magnesium lactate a positive magnesium balance and 
negative calcium balance were found in the normal 
subject. In one of the patients with malnutrition the 
negative calcium balance found during the control 
period became more definite when magnesium lactate was 
taken, and in the other the negative calcium balance 
became just positive; both patients took up considerably 
more magnesium than the normal subject. 

H. K. Goadby 


1791. Studies on the Relations of Blood Calcium and 
Potassium in Hunger Oedema. (Untersuchungen iiber 
die Verhaltnisse des Kalium- und Calcium-gehaltes im 
Blut bei Hungerkranken) 

K. MELLINGHOFF. Deutsches Archiv fiir Klinische 
Medizin (Dtsch. Arch. klin. Med.| 194, 277-284, 1949. 
1 fig., 23 refs. 


In 60 cases of malnutrition, the concentration of 
potassium in the serum, erythrocytes, and whole blood, 
and of calcium in the serum was estimated before treat- 
ment, and again during recovery at 2 to 4 weeks, 2 to 3 
months, and 6 to 9 months. During malnutrition the 
serum potassium concentration was normal (20-6 mg. 
per 100 ml.; normal, 19-5), erythrocyte potassium level 
was high (534 mg. per 100 ml.; normal, 380), whole 
blood potassium level low normal (155 mg. per 100 ml.; 
normal, 180); as recovery progressed there was a gradual 
return to normal concentrations. During malnutrition 
the serum calcium concentration was low (8-4 mg. per 
100 ml.; normal 10-5); during recovery normal con- 
centrations were re-established. In 5 untreated cases 
there was a smaller rise in serum potassium level after 
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the injection of 0-5 mg. of adrenaline than in normal 
subjects, whereas after the injection of 5 mouse units of 
adrenal cortical extract there was no change in potassium 
concentration. H. K. Goadby 


1792. The Therapeutic Effect of Tryptophane in Human 
Pellagra 

R. W. VILTER, J. F. MUELLER, and W. B. BEAN. Journal 
of Laboratory and Clinical Medicine [J. Lab. clin. Med.) 
34, 409-413, March, 1949. 13 refs. 


For centuries the frequent (though not invariable) 
association of a maize diet with pellagra has been 
remarked and similarly a diet deficient in protein has been 
regarded as a factor in the production of pellagra. 
Then the curative action of nicotinic acid was discovered 
and in more recent times a metabolic relationship between 
tryptophan and niacin has been demonstrated in 
laboratory animals, including the rat, pig, horse, and 
cotton-rat, and also in man. The administration of 
tryptophan readily corrects an experimentally produced 
niacin deficiency in animals, and in man induces a much 
increased urinary excretion of N’-methylnicotinamide. 
It has been observed that niacin-deficient diets which 
depend largely on maize for their protein give rise more 
readily to pellagra than those which contain a variety of 
proteins, and it has been suggested in explanation that a 
deficiency of tryptophan is the controlling factor, 
tryptophan normally exerting its protective effect 
through the synthesis of niacin by enteric organisms. 
The authors state, however, that ‘‘ more recent evidence 
indicates that tryptophan may be a direct precursor of 
niacin and that the conversion occurs after absorption 
and is influenced by pyridoxine ’’, and that “ the final 
proof of the effectiveness of this conversion in man 
depends upon the demonstration that tryptophan will 
relieve the acute manifestations of clinical pellagra ”’. 

Details are given of 2 cases of pellagra in which the 
administration of tryptophan in daily doses of 6 g. by 
mouth resulted in remission of the typical pellagrous 
lesions and at the same time induced an increased 
urinary excretion of N’-methylnicotinamide in the same 
manner as in normal persons but at a slower rate. The 
subsequent daily administration of 50 mg. of nicotin- 
amide rapidly induced a further increase in the urinary 
excretion of N’-methylnicotinamide, suggesting that the 
tryptophan may have replenished the body stores of 
nicotinamide. Hi. S. Stannus 


1793. Unusual Skin Lesions in a Pellagra Epidemic. 
(06 oco6exHocTax nopaxKeHHii MpH 
nensarpbl) 

L. I. FANpgEEv. BecrHux Bexeponoruu u 
noruu [Vestn. Vener. Derm.] No. 2, 22-26, March-April, 
1949. Bibliography. 


The author observed 234 cases of pellagra (107 in 
males) during May-September, 1944, in one of the dis- 
tricts of eastern Siberia. Over 50% of the cases were in 
children under 15 years; there were no cases in infants 
under the age of 1. The diet was of low calorific value 
and was deficient in nicotinic acid and vitamins A, Bo, 


and C. Most cases occurred during May and April 
and there were no new cases after July. The disease 
Started in all cases with an acute symmetrical dermatitis 
on parts of the skin exposed to the sun. Only in 11-1% 
were there prodromal symptoms, such as general malaise 
and headache. In 54:9% oedema accompanied the 
dermatitis; in 40-8% a bullous oedema was diagnosed. 
In 58-5%, especially in children, there was a secondary 
infection at the site of the dermatitis. A very high 
percentage (85-5%) had macrocheilia and an acute 
inflammation of the lower lip. In 13-6% a dermatitis 
was also seen on parts of the skin not exposed to the 
sun. In 97-8% there was an acute and at times haemor- 
rhagic inflammation of the nail bed (in 81-6% affecting 
the finger nails, in 16-2% the toenails) which often led 
to a separation of the nail and various degree of dystrophy. 
These symptoms all disappeared after treatment. During 
September, 22:2% had a mild diarrhoea. In 62°8% of 
cases there was also hyperplasia and keratinization of 
the tongue, as well as other symptoms of deficiency of 
vitamins A and C. The general condition was in all 
cases good. Itis maintained that the symptoms described 
here are due not only to a deficiency in nicotinic acid 
but also to a deficient intake of vitamins A, Bz, and C. 
The lack of nervous symptoms is ascribed to the fact that 
all cases were of recent origin. Mildness of abdominal 
symptoms is associated with the fact that in Northern 
regions skin lesions are usually much more prevalent 
than any other manifestations. Therapeutically a 
special diet rich in nicotinic acid was used, but 15-7% of 
cases relapsed during treatment. N. Chatelain 


DIABETES 


1794. Recent Studies on the Role of the Kidney in the 
Genesis of Alloxan Diabetes. (Ulteriores investigaciones 
acerca del papel del rifién en la génesis de la diabetes 
aloxanica) 

C. JIMENEZ Diaz, F. GRANDE, and J.C. pE Oya. Revista 
Clinica Espafiola (Rev. clin. esp.| 32, 173-177, Feb. 15, 
1949. 7 refs. 


Continuing their investigation of the role of the kidney 
in the genesis of alloxan diabetes, the authors induced 
uraemia in dogs by the intramuscular injection of uranium 
nitrate; two doses were used, 3 and 4 mg. per kg. body 
weight. The majority of dogs receiving the higher dose 
died too soon for the experiment to take place. Later, 
the surviving dogs received 30 mg. alloxan intravenously 
per kg. body weight, a dose which is not normally 
diabetogenic. In dogs receiving uranium alone uraemia 
developed; in dogs receiving uranium and alloxan 


- uraemia and diabetes developed; dogs receiving alloxan 


alone were scarcely affected. Glucose-tolerance tests 
in those dogs which had received both substances were 
carried out after giving 1 g. glucose per kg. body weight 
by mouth. There was a raised fasting level of blood 
sugar, with a higher peak after glucose administration 
and a delay in return of blood-sugar level to the pre-test 
value. It is claimed that the results cannot be explained 
as a summation effect of two diabetogenic agents and 
that there is a close relation between the severity of the 
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renal damage and that of the subsequent diabetes. It 
is submitted that alloxan has other actions on carbo- 
hydrate metabolism which require further study. 

George Hickie 


1795. Renal Function and Blood Sugar Regulation. (La 
funcién renal y la regulacién de la glucemia) 

C. Jiménez Diaz and J. Souto CANDEIRA. Revista 
Clinica Espafiola [Rev. clin. esp.] 32, 177-181, Feb. 15, 
1949. 2 refs. 


Bilateral nephrectomy increased the sensitivity of dogs 
to insulin, so that doses normally well tolerated caused 
death in hypoglycaemia. Dogs were given intravenous 
injections of insulin (1 unit per kg. body weight); when 
the blood-sugar level had fallen, glucose was given 
intravenously (2 g. per kg. body weight) and the blood- 
sugar level studied at intervals. Bilateral 
nephrectomy was then carried out and the experiment 
repeated 24 and 48 hours after operation. It was then 
shown that this effect was not due to failure of renal 
excretion. The above experiments were repeated but 
ligation of the ureters replaced nephrectomy; uraemia 
developed but there was no change in the dog’s response 
to insulin. Finally, it was shown that the effects of 
insulin in nephrectomized dogs could be neutralized by 
simultaneous injection of an extract of kidney tissue. 
The technique of making this extract is not described and 
the authors cannot make any statement on the nature of 
the active principle. It may be that improvement in 
technique will make the results obtained with this 
extract more regular. George Hickie 


1796. Comparative Time Action of Globin Insulins 

J. H. Rowe and A. R. CoLweLt. Archives of Internal 
Medicine (Arch. intern. Med.| 82, 54-62, July, 1948. 
3 figs., 14 refs. 


This is a well-illustrated biochemical study of hyper- 
glycaemia and glycosuria in controlled diabetes of 
moderate severity with special reference to the times of 
greatest activity of globin insulin. The preparation of 
globin insulin employed began to show an effect 4 hours 
after injection, with a maximum between 8 and 16 hours 
and some persistence after 24 hours. 

Globin zinc insulin, commonly called globin insulin, 
is intermediate in timed activity between ordinary soluble 
insulin and protamine zinc insulin. The average com- 
mercial preparation corresponds in activity to a combina- 
tion of two parts of ordinary insulin thoroughly mixed 
with one part of protamine zinc insulin. In certain 
cases, however, its action is too rapid, and it sometimes 
shows too great a tendency to cause reactions in the 
afternoon. In a-disease like diabetes mellitus no general 
rule can be laid down; dosage and timing are a matter 
for individual trial and error with biochemical control. 
But, on the whole, globin insulin administered by daily 
morning injections of 60 units will give a more intense 
insulin action during the day which wears off more rapidly 
than that of protamine zinc insulin while still permitting 
some overlap of effect for the evening and early the 
following morning. 


GENERAL 


_ The action of globin insulin cannot be prolonged by 

the addition of more globin. For really prolonged 
activity a mixture of ordinary insulin and protamine 
zinc insulin is still the best. On the other hand, its 
action can be accelerated by admixture with ordinary 
insulin. G. F. Walker 


1797. The Bound Glucosamine of Serum Mucoid in| 
Diabetes Mellitus; Fluctuations Observed under the 


Influence of Insulin - 

H. R. Jacoss. Journal of Laboratory and Clinical 
Medicine [J. Lab. clin. Med.| 34, 116-122, Jan., 1949, 
2 figs., 5 refs. 


Glucosamine is thought to occur in blood in the form 
of a polysaccharide composed of acetylglucosamine, 
mannose, and galactose, bound to a protein molecule of 
the plasma, the whole complex being termed a serum 
mucoid. This can be separated by acidifying and heat- 
ing plasma, thus coagulating the albumins and globulins; 
the serum mucoids remain in the clear liquid, and can be 
estimated by the method of Elson and Morgan (Biochem. 
J., 1933, 27, 1824). 

In this investigation 378 determinations were made on 
250 subjects, 43 being diabetic and the remainder non- 
diabetic, though suffering from a variety of diseases. 
In the latter group the plasma glucosamine level varied 
from 1-7 to 52-8 mg. per 100 ml., though by far the 
greater number of cases had levels below 26 mg. It was 
thought that the level increased with age, and, though 
no normal subjects were examined, the impression was 
gained that the normal range would be in the region of 


- 15 to 25 mg. per 100 ml. In the case of diabetic patients, 


levels above 40 mg. were common, and there was a close 
parallelism between glucosamine and glucose levels. 
This was also evident when insulin was given. 

R. B. Lucas 


1798. Experimental Study of Life Situations, Emotions, 
and the Occurrence of Acidosis in a Juvenile Diabetic 

L. E. HinkKLe and S. Woir. American Journal of the 
Medical Sciences [Amer. J. med. Sci.] 217, 130-135, 
Feb., 1949. 5 figs., 11 refs. 


The authors describe in detail the case of a 15-year-old 
girl who had recurrent attacks of diabetic acidosis. The 
initiating cause of most of these was shown to be nervous 
stress due to beatings, abuse, and threatenings by her 
tyrannical mother. Many charts illustrate the relation 
between such incidents and the onset of ketosis. The 
patient was finally readmitted to hospital and was 
maintained on her usual regimen of 60 units of protamine 
insulin and 40 units of regular insulin daily with a diet 
of 1,660 Calories. No ketosis occurred for 4 days, then 
a “‘ major threat to her security” was staged by a dis- 
cussion with her mother in which the daughter was 
deliberately ignored. There followed a severe ketosis 
with 4+ acetonuria lasting 3 days, which subsided 
only when she was fully reassured. No change in 
insulin or diet was made during this period of observation. 

The significance of emotional stress in aggravating 
diabetic ketosis is discussed. C. L. Cope 
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Cardiovascular Disorders 


1799. Effects of Salicylates and Benadryl on Experi- 
mental Anaphylactic Hypersensitive Vascular and Cardiac 
Lesions 

R. C. RosBerTs, K. A. Crockett, and T. C. LAIpPLy. 
Archives of Internal Medicine [Arch. intern. Med.] 83, 
48-66, Jan., 1949. 12 figs., 32 refs. 


The authors have modified the methods of Rich and 
Gregory by injecting three doses of horse serum into 
rabbits, and administering ** benadryl ’’ before the second 
and third injections. They report a high incidence of 
vascular and myocardial lesions. The contemporaneous 
administration of sodium salicylate or of benadryl did 
not prevent the development of vascular or myocardial 
lesions, although both substances seemed to lower the 
incidence of changes in the pericardium, endocardium, 
and cardiac valves. A. C. Lendrum 


ELECTROCARDIOGRAPHY 


1800. The Ventricular Complex in Left Ventricular 
Hypertrophy as Obtained by Unipolar Precordial and 
Limb Leads 

M. SokoLow and T. P. Lyon. American Heart Journal 
[Amer. Heart J.] 37, 161-186, Feb., 1949. 11 figs., 
29 refs. 


On the basis of the electrocardiographic findings in a 
series of 147 cases of left ventricular hypertrophy studied 
by means of unipolar precordial and augmented limb 
leads, it is concluded that the characteristic changes 
consist of: (a) Depression of RS-T and asymmetric 
inversion of T in lead V,; or Vg. (6) Abnormalities in 
voltage of QRS; the height of R in V; or V, exceeds 
26 mm., and/or the sum of the heights of R in V; and 
of S in V, exceeds 35 mm. The sum of the heights of 
R in V; or V, and of S in V, exceeded 35 mm. in 32% of 
patients with left ventricular hypertrophy, whereas in no 
normal individual did it exceed 35 mm., and in 96% of 
normal subjects it was below 30 mm. (c) The onset of 
the intrinsic deflection (ventricular activation time) 
exceeds 0-05 second in lead V; or Vg. In 35% of patients 
with left ventricular hypertrophy this interval was 0-06 
second or more, an interval not attained in any normal 
Subject. The voltage of R in V; and in aV, was also of 
value in diagnosis; in 20% of patients with left ventricular 
hypertrophy the voltage of R exceeded 26 mm. in V;, 
and in 22% it exceeded 10 mm. in aV,, these being the 
maximum values found in normal subjects. Low T 
waves were often associated with tall R waves (that is, a 
high R/T ratio), 50% of the patients having an R/T ratio 
in V; and/or V, exceeding the maximum of 10 mm. 
found in normal persons. Twenty-two of the cases 
ultimately came to necropsy, and in 20 the left ventricular 
thickness equalled or exceeded 1-5 cm.; in the remaining 


2 the heart weighed 500 and 420 g. respectively, the left 
ventricular thickness being 1:2 cm. 

[This carefully documented article should be read in 
the original.] William A. R. Thomson 


1801. The Electrocardiogram in Ventricular Aneurysm_ 
B. ROSENBERG and W. J. MESSINGER. American Heart 
Journal [Amer. Heart J. ] 37, 267-277, Feb., 1949. 12 
figs., 16 refs. 


In 8 cases of ventricular aneurysm (4 with post-mortem 
confirmation) the electrocardiographic features were the 
presence of Q waves and persistent elevation of the RS-T 
segments in the precordial leads over the septal area and 
left side of the heart. In the precordial leads the RS-T 
segments remained elevated and tended to show an 
upward convexity after the initial evidence of myocardial 
infarction had subsided. The T wave was diphasic or 
inverted in all cases. In 4 cases the QRS period was 
prolonged from 0-1 to 0-12 second. Right axis deviation 
did not occur in any case. In 2 cases the limb leads 
showed no significant changes. [The value of this report 
is somewhat vitiated by the fact that the authors refer to 
3 further cases found in their necropsy records, in which 
these so-called characteristic changes were not found 
in the single lead (CF,) recorded. There is also some 
ambiguity, in that two of the case records included in the 
article are said to have been published previously by 
Crawford (1943) who is quoted as having said in his 
article that in none of his cases were there any patterns 
typical of cardiac aneurysm. What all this probably 
means is that the electrocardiogram is of secondary 
importance in the diagnosis of cardiac aneurysm.] 

William A. R. Thomson 


1802. Significant Electrocardiographic Changes Follow- 


ing Chest Surgery. Electrocardiographic Changes. 


Currently Considered Indicative of Serious Heart Disease 
Occurring Postoperatively in Patients with Complete 
Absence of Clinical Manifestation of Heart Disease 

S. M. RAUCHWERGER and F. A. ERSKINE. American 
Review of Tuberculosis [Amer. Rev. Tuberc.] 59, 128-139, 
Feb., 1949. 7 figs., 13 refs. 


This study comes from the Department of Medicine 
and Surgery, Veterans Administration, Oteen, North 
Carolina. 

Electrocardiographic findings and clinical course were 
correlated in .112 patients subjected to chest surgery. 
The operations were performed during a 5-year period 
from 1943 to 1948 at a 1,000-bed tuberculosis sanatorium 
and electrocardiograms were obtained before and after 
operation in all cases. It was noted early in the study 
that T-wave changes in leads I and IV, usually interpreted 
as signifying the presence of severe myocardial damage 
(inversion of T, and/or T,), occurred in 30% of the entire 
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series without subsequent clinical evidence of heart 
disease. The benign course in these cases, and the 
amount of additional surgery subsequently tolerated, 
suggest a revision of the electrocardiographic criteria for 
inoperability. In 3 cases, discussed in detail, electro- 
cardiographic findings characteristic of well-known, 
specific disease states did develop. The reasons for these 
T-wave changes are not known at present, and there is 
no adequate justification for assuming. that toxins 
accompanying the tuberculous process would suddenly 
cause severe heart damage; there was neither post- 
operative pneumonia nor spread of disease. None of 
the drugs used post-operatively, with the possible 
exception of streptomycin, will produce the changes 
recorded, and only 50% of the patients received strepto- 
mycin. 

It seems reasonable to consider that primarily mech- 
anical ‘ extracardiac’’ aetiological factors were re- 
sponsible. Among these may be included obstructive 
circulatory phenomena, changes in position of the heart 
with and without compression, and post-operative 
adhesions. It is unlikely that a “silent”’ coronary 
attack occurred, nor were any deep-seated emotional 
conflicts of a neuropsychiatric nature present. 

Hugh Reid 


HEART 


1803. Cardiac Amyloidosis. Electrocardiographic and 
Pathologic Observations 

S. WessLER and A. S. FREEDBERG. Archives of Internal 
Medicine [Arch. intern. Med.| 82, 63-74, July, 1948. 
9 figs., 20 refs. 


Cardiac amyloidosis is a rare disease. This paper is a 
very good account of 2 cases, with full clinical and 
electrocardiographic studies based on them and a survey 
of the scanty literature. The electrocardiogram may be 
indistinguishable from that seen in coronary disease with 
cardiac infarction. Although there are no _ specific 
phenomena precisely identifiable as due to amyloid 
disease, prolonged P-R and QRS periods are seen with 
deep Q waves, variations in T, and low voltage. Cardiac 
amyloidosis implies, first, a deposition of amyloid 
material around the muscle fibres, then a narrowing and 
obliteration of small arteries, loss and amyloid replace- 
ment of muscle tissue, and finally a generalized myo- 
cardial atrophy and patchy ischaemia. G. F. Walker 


1804. Allergic Cardiovascular Disease, with Report of 
Two Cases of Periarteritis Nodosa 

M. R. HEJTMANCIK, N. D. SCHOFIELD, and G. R. HERR- 
MANN. American Journal of the Medical Sciences [Amer. 
J. med. Sci.| 217, 187-193, Feb., 1949. 3 figs., 27 refs. 


The authors discuss 2 cases of periarteritis nodosa 
which were studied at the University of Texas School of 
Medicine at Galveston. Evidence of the allergic nature 
of the disease was provided in one case by a history of 
bronchial asthma and hay-fever and by eosinophilia 
during the course of the disease, and in the other by an 
acute dermatitis suggesting sensitization to the haemolytic 
streptococcus. The first patient developed a fatal anuria 


after the intravenous injection of diodone and it js 
recommended that this preparation be used with caution 
in cases of periarteritis nodosa. Necropsy findings are 
reported in both cases, with photomicrographs showing 
the arterial changes. G. S. Crockett 


1805. . The Use of the Anticoagulants in the Treatment of 
Diseases of the Heart and Blood Vessels 

I. S. WriGHT, Annals of Internal Medicine [Ann. intern, 
Med.] 30, 80-91, Jan., 1949. 8 figs., 15 refs. 


The number of deaths from coronary thrombosis can 
be substantially reduced, as also can thrombo-embolic 
complications in endocarditis, and cardiac infarction, 
by the proper use of anticoagulant therapy. This 
conclusion is based on the study of 1,000 cases collected 
from 16 major hospitals on the eastern American sea- 
board. In this report are incorporated 800 case records. 
There are also a small series of 22 cases of rheumatic 
heart disease with auricular fibrillation and multiple 
embolic phenomena, and a further series of 19 patients 
for whom long-term ambulatory anticoagulant therapy 
was arranged. 

The author believes that haemorrhage in the course of 
anticoagulant therapy is an overstressed danger, but he 
issues a warning that proper prothrombin estimations 
must be made by a skilled technician, and that there are 
certain obvious contraindications, such as_ visceral 
organic disease or possible bleeding surfaces. 

[This is an enthusiastic and comprehensive survey 
pointing the way to still further advances. ] 

G. F. Walker 


1806. Treatment of Myccardial Failure. Studies of a 
New and Safe Diuretic—Thiomerin 

G. R. HERRMANN, J. W. Curiss, M. R. HEJTMANCIK, 
and P. M. Sims. Texas State Journal of Medicine [Tex. 
St. J. Med.| 45, 79-82, Feb., 1949. 17 refs. 


The toxic effects of organic mercurial compounds on 
the heart (arrhythmias, conduction changes, and decreased 
functional ability) have been counteracted experimentally 
by compounds containing a sulphydryl group, including 
sodium thiosulphate and BAL (2: 3-dimercaptopro- 
panol). In ‘“thiomerin” sulphydryl groups are 
combined with an organic mercurial radical. A com- 
parison was made between the new drug and the older 
organic mercurials. Thiomerin is less toxic and less 
irritating. Its main advantage is that it can be given 
subcutaneously without local irritation. Its diuretic 
power is less but the action lasts longer. Its action is 
augmented by giving ammonium chloride. Urine 
studies show that it has no greater tendency to cause 
renal irritation than other mercurial diuretics. Electro- 
cardiography reveals no greater tendency for it to cause 
cardiac irregularity. : A, S. Dixon 


1807. The Heart in Funnel-shaped and Flat Chests 
A. M. Master and J. Stone. American Journal of the 


Medical Sciences [Amer. J. med. Sci.) 217, 392-400, 


April, 1949. 4 figs., 36 refs. 


See Section Radiology, Abstract 1710. 
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1808. Bacteriological Studies on Three Morphologically 
and Biochemically Separable Groups of Streptococci in 
Subacute Bacterial Endocarditis. (Bakteriologische 
Studien iiber 3 morphologisch und biochemisch abgrenz- 
bare Streptokokkengruppen bei der Endocarditis lenta. 
Ihre Bedeutung fiir die Therapie) 

G. ReimoLp and A. WALTER. Zeitschrift fiir Hygiene 
und Infektionskrankheiten [Z. Hyg. InfektKr.] 129, 168- 
186, 1949. 5 figs., 26 refs. 


Three distinct groups of organisms, grown on sheep 
blood agar, were isolated from human cases of endo- 
carditis lenta; they could be differentiated morpho- 
logically, culturally, and biochemically (by their 
behaviour in a sugar-containing medium after addition 
of varying amounts of the indicator), and by their 
resistance to penicillin and sulphonamides. One group 
contained the viridans strain proper, mostly of the 
salivarius type; the second group consisted of entero- 
cocci; and the third group contained organisms 
resembling Diplococcus crassus. The viridans strains 
were very susceptible to synergistic action of penicillin 
and sulphonamides; the enterococci were very resistant 
to the bacteriostatic and bactericidal action of both 
types of drug, and the diplococcal strains occupied a 
middle position. This dissimilarity in behaviour and 
nature of the three types of organisms can be used in 
differential diagnosis, and also in prognosis. This is 
partly confirmed by the results of specific antibiotic 
therapy of 48 clinical cases treated by the authors; 
10 patients were discharged as ** cured ”’ and for 3 to 22 
months had no relapse. The technique of culture of 
the three groups is described in detail, the typical appear- 
ance of each characteristic group is illustrated, and the 
composition of differential culture media is given in full. 

H. P. Fox 


1809. Angiocardiography in Congenital Heart Disease. 
(Technique and Results in 74 Cases.) (L’angiocardio- 
graphie dans les cardiopathies congénitales. (Technique 
et résultats obtenus dans 74 cas)) 

E. DonzeLot, A. M. EMAM-ZADE, R. HEIM DE BALSAC, 
J. E. EscALLe, and M. ANTOINE. Archives des Maladies 
du Coeur et des Vaisseaux [Arch. Mal. Ceur] 42, 35-49, 
Jan., 1949. 6 figs., 26 refs. 


Angiocardiography, 70% diodrast”’ being used, was 
attempted in 74 patients with congenital heart disease. 
These patients were selected from a much larger group, 
because in them the investigation might have been 
expected to provide a more exact diagnosis or to demon- 
strate the course of a particular blood vessel. Without 
local analgesia or exposure of the vein, a trocar either 
17/10 or 25/10 in size was pushed into the external 
jugular vein (this vein was chosen as being accessible 
and giving direct access to the heart and great vessels) 
and 15 to 70 ml. of diodrast in a dosage of 1 ml. per kg. 
of body weight was injected. For technical reasons the 
injection could not be given in 2 cases, and in 4 cases the 
renal function was judged inadequate. 

Five illustrative cases subjected to the investigation 
are discussed. The authors regard angiocardiography 


as laborious though not dangerous, and of decided 
value in the pre-operative investigation of congenital 
heart disease. H. E. Holling 


1810. Clinical, Radiological, and Pathological Observa- 
tions in a Case of Pulmonary Stenosis. (Observation 
anatomoclinique et radiologique d’un cas de sténose 
pulmonaire orificielle isolée) 

A. NysseNns and A. VAN BOGAERT. Archives des 
Maladies du Ceur et des Vaisseaux [Arch. Mal. Ceur] 
42, 75-87, Jan., 1949. 11 figs., 15 refs. 


The case is reported of a 24-year-old female who died © 


in childbirth. At the age of 9 a cardiac murmur had 
been heard, but the patient’s activities had been little 
restricted and, apart from a faint cyanosis, she showed 
none of the signs of congenital heart disease. Over the 
second right intercostal space a systolic thrill and murmur 
were appreciated, and a skiagram revealed a small heart 
which bulged into the right side of the chest. The 
electrocardiogram showed marked right axis deviation. 
A tentative diagnosis of atrial septal defect and aortic 
stenosis was made. Post-mortem examination showed 
a stenosis of the pulmonary valve and infundibulum and 
a hypertrophied right ventricle; there was also a small 
hole in the membrane covering the foramen ovale. The 
differential diagnosis of the condition is discussed. 
H. E. Holling 


1811. Aneurysms of the Sinuses of Valsalva 
Y. K. RAMAN and T. B. MENON. Indian Heart Journal 
[Indian Heart J.] 1, 1-14, Jan., 1949. 9 figs., 15 refs. 


See also Section Radiology, Abstract 1715. 


1812. Clinical Observations with Fagarine 

D. Scuerr, A. M. Stcver, and L. D. WEINBERG. Annals 
of Internal Medicine [Ann. intern. Med.| 30, 100-120, 
Jan., 1949. 11 figs., 12 refs. 


Alpha-fagarine hydrochloride, an alkaloid extracted 
from the Argentine plant Fagara coco, has been recom- 
mended for certain disturbances of stimulus-formation 
in the mechanism of the cardiac systole. It has been 
used in man, and available reports suggest that further 
studies of the drug might be justified. This has been 
confirmed by the present investigation. 

The authors report a clinical trial on 14 elderly people, 
most of them moribund. The drug appeared to arrest 
arrhythmia in about half of the small number of patients 
examined, but it certainly killed 2 patients, and it left 
undesirable ventricular extrasystoles in the rest. 

G. F. Walker 


1813. Recovery from Complete Heart Block in Diph- 
theria 

M. A. ENGLE. Pediatrics [Pediatrics] 3, 222-233, Feb., 
1949. 6 figs., 28 refs. 


Complete heart block in diphtheria has always been 
associated with a grave prognosis, and few cases have 
been reported in which the patient has survived this 
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complication. This article deals with 6 cases of complete 
heart block in diphtheria, in 4 cases associated with an 
intraventricular conduction defect. All of the patients 
survived and a normal sinus rhythm was restored, 
despite the development of other cardiac or non-cardiac 
complications of diphtheria. In explanation of this 
unusual recovery rate the author suggests that focal 
areas of necrosis might be so situated as to interfere with 
conduction yet leave enough undamaged cardiac muscu- 
lature to sustain life during the period of injury and repair. 
The point is made that without the electrocardiogram the 
diagnosis might have been missed in some cases. In 
’ 2 cases in which congestive failure developed digitalis 
had a prompt and noteworthy beneficial effect. 
James W. Brown 


1814. Pitressin Test. Usefulness in the Differential 
Diagnosis of Chest Pains ' 

M. BERNREITER. Journal of the Missouri State Medical 
Association [J. Mo. med. Ass.|] 46, 102-107, Feb., 1949. 
6 figs., 6 refs. 


Approximately 2 ml. (40 units) of “* pitressin”’’ was 
injected intramuscularly in 20 patients suspected clinic- 
ally of having angina pectoris. In 5 cases electrocardio- 
graphic changes which were considered to show coronary 
disease were induced by the injection, and in 2 of these 
(and in 2 other cases with negative electrocardiographic 
findings) the patient experienced chest pain after the 
injection. The test is regarded by the author as positive 
only if the sum of the RS-T deviations in all four leads is 
3 mm. or more or, alternatively, if a positive T,, T2, or 
T, becomes flat, diphasic, or negative; a negative result 
is not considered to exclude the diagnosis of coronary 
disease. Unpleasant reactions may be controlled by 
barbiturates and nitroglycerin. B. McArdle 


1815. Modification of the Electrocardiogram of Myo- 
cardial Infarction by Anomalous Atrioventricular Excita- 
tion (Wolff—Parkinson-White Syndrome). Report of a 
Case 

A. D. Kistin and G. P. Ross. American Heart Journal 
{[Amer. Heart J.] 37, 249-256, Feb., 1949. 4 figs., 
24 refs. 


To illustrate the difficulty sometimes encountered in 
differentiating between myocardial infarction and the 
Wolff-Parkinson—White syndrome (anomalous atrio- 
ventricular excitation), a case is reported in which both 
conditions existed together. Electrocardiograms were 
obtained during both normal and anomalous atrio- 
ventricular excitation. During normal excitation these 
showed the characteristic Q, and Q, of posterior in- 
farction but during periods of anomalous excitation Q, 
and Q, were absent and the initial portions of QRS, 
and QRS, were small R waves. It is stated that when 
myocardial infarction is suspected in the presence of 
anomalous atrio-ventricular excitation, an electrocardio- 
gram must be obtained during a period of normal 
excitation if a full diagnosis is to be established. If the 
transition to normal excitation does not occur spon- 
taneously, it can sometimes be induced by giving large 


doses of quinidine—6 to 9 grains (0-4 to 0-6 g.)—every 
1 or 2 hours; 5 or 6 doses are usually necessary. It is 
pointed out that these large doses sometimes produce 
symptoms of cinchonism, and the [wise] warning is 
given that ‘** such doses ate probably not advisable when 
acute myocardial infarction is present or suspected, except 
when paroxysmal ventricular tachycardia complicates 
this lesion ”’. William A. R. Thomson 


1816. Pulmonary Embolism: A Precipitating Factor of 
Acute Coronary Insufficiency 
S. Dack, J. Stone, D. H. PaLey, and A. M. Master. 
Diseases of the Chest [Dis. Chest] 15, 72-84, Jan., 1949, 
4 figs., 21 refs. 


A clinical and pathological study of the heart was made 
in 40 fatal cases of massive pulmonary embolism. 
Electrocardiographic changes included those attributable 
to coronary insufficiency, such as reversible depression 
of the RS-T segment with inversion of the T wave in 
one or more leads and without deep Q waves. These 
occurred more often than the classical pattern of acute 
cor pulmonale, reminiscent of that of posterior infarction, 
in which there are deep S, and Q, waves, with depression 
of RS-T in lead I, and elevation of RS-T in lead II, and 
inversion of T in lead III. Coronary insufficiency 
changes were more common in hearts with antecedent 
coronary sclerosis, whereas the cor pulmonale pattern 
occurred more often in patients whose hearts were normal. 

Post mortem focal subendothelial infarction of the 
left ventricle, without acute coronary occlusion, was 
found on nine occasions; there had been recurrent 
pulmonary emboli. It was further noted that acute 
dilatation of the right ventricle without significant 
dilatation of the left ventricle was present in 45% of 
cases in which the electrocardiographic changes had 
been those of coronary insufficiency without evidence 
of cor pulmonale. 

The factors precipitating coronary insufficiency 
following pulmonary embolism were evaluated. These 
were shock, anoxaemia, right ventricular strain (affecting 
particularly right coronary blood flow), and reflex 
coronary vasoconstriction. Of these shock, associated 
with diminished cardiac output and coronary flow, was 
considered the most important. It was concluded that 
acute coronary insufficiency rather than cor pulmonale 
may play a predominant part in the cardiac sequelae 
of pulmonary embolism even when right ventricular 
strain is evident. I. MacD. G. Stewart 


1817. Dicoumarol in Acute Coronary Occlusion 

J. H. B. Hitton, W. M. CAMERON, S. R. TOWNSEND, and 
E. S. Mutts. Canadian Medical Association Journal 
[Canad. med. Ass. J.] 60, 134-135, Feb., 1949. 6 refs. 


The authors studied 76 cases of coronary occlusion, 
in half of which dicoumarol was given. Patients re- 
ceived an initial dose of 300 mg. as soon as the diagnosis 
was made, and thereafter single doses of 100 to 200 mg. 
whenever the prothrombin time was below 35 seconds. 
Prothrombin time was estimated by means of Quick’s 
method, and the normal values were from 15 to 
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22 seconds. The incidence of thrombo-embolic com- 
plications was 31-67% in the control group as opposed 
to 18-4% in the treated group. Of the 7 treated patients 
in whom complications developed all save one had 
reductions in prothrombin time to subtherapeutic levels 
within 48 hours before the onset of the complication. 
The over-all mortality rate was 13-2% in the treated 
series and 23-7% in the control group. 
Geoffrey McComas 


HYPERTENSION 


1818. Test for the Presence of the ‘“ Hypertensive 
Diencephalic Syndrome ”’ Using Histamine 

H. A. SCHROEDER and M. L. GOLDMAN. American 
Journal of Medicine [Amer. J. Med.} 6, 162-167, Feb., 
1949. 3 figs., 6 refs. 


The term “hypertensive diencephalic syndrome”’, 
originally introduced by Page, is used by the authors to 
describe those patients with a labile type of hypertension, 
combined. with signs of autonomic overactivity and 
emotional instability such as bouts of weeping, marked 
blushing, excessive sweating, emotional polyuria, and 
sighing respiration. The blushing is of a curious 
blotchy type and often involves the chest, back, and 
upper arms as well as the face and neck. These symptoms 
and signs can usually be provoked by embarrassment or 
excitement and the authors have found that an intradermal 
injection of histamine has the same effect. ; 

The test consists of the intradermal injection of 0-25 ml. 
of histamine acid phosphate solution (0-25 mg. of hista- 
mine base) into the volar surface of the forearm. ‘* The 
injection was accompanied by a sharp, severe pain not 
unlike that of a bee sting, which subsided rapidly.” 
Patients were examined for skin manifestations and 
questioned about symptoms 5, 10, and 15 minutes later. 
The response was graded as 0, +, ++, +++, and 
+-+-+-+ on the basis of blushing, headache, lacrimation, 
and local reaction. The test was carried out on 50 
subjects with normal blood pressure (25 males, 25 
females), 39 patients with hypertension considered to be 
of neurogenic type (14 males, 25 females), and 14 patients 
with other types of hypertension (2 males, 12 females), 


.Among the subjects with normal blood pressure, the 


reaction to the test was graded as 0 in 40, + or + + in 6, 
and +++ or +++4+ in 4; the patients with neuro- 
genic hypertension gave responses graded as 0 in 3, as 
+ or ++ in 20, and as +++ or +++-4 in 16; the 
other hypertensive patients gave reactions graded as 0 in 
10, as + or ++ in 4, and as +++ or +++4 in 
none. Four patients who had given markedly positive 
responses were found no longer to react after lumbo- 
dorsal sympathectomy. The authors suggest that this 
test may be of value in estimating the extent of the 
“ neurogenic ’’ element in cases of hypertension. 
[Patients of the type described are of course familiar 
to all physicians, though in Great Britain the term 
“ hypertensive diencephalic syndrome ”’ is not generally 
used; such diagnoses as neuro-circulatory asthenia, 
chronic anxiety state, or psychoneurosis would usually 
be applied. The authors have shown that the signs of 


autonomic stimulation commonly induced in such people 
by emotional disturbances can often be provoked by an 
intradermal injection of histamine, but they have carried 
Out no control experiments using other methods of 
provoking similar transient pain: it remains doubtful 
therefore whether histamine itself is of particular signi- 
ficance or whether the injection merely acts as a painful 
stimulus. In any case it seems unlikely to the abstracter 
that any such test would give information not already 
available to an experienced clinician after careful history- 
taking and examination.] A. R. Kelsall 


1819. Hypertension in Embryoma (Wilms’ Tumor) 

J. G. HuGues, H. ROSENBLUM, and L. G. Horn. Pedi- 
atrics [Pediatrics] 3, 201-207, Feb., 1949. 2 figs., 
12 refs. 


A case of Wilms’s tumour is described in which death 
was due to hypertension. A child of 3 had a right-sided 
Wilms’s tumour with extreme hypertension, hypertensive 
encephalopathy, and ultimately cardiac failure and death. 
The association of hypertension with Wilms’s tumour has 
been previously described, and in some cases extirpation 
of the tumour has been accompanied by a significant fall 
in blood pressure. Hypertension has recurred if there 
has been renewal of the growth or visceral metastases. 
The view is expressed that a pressor substance is elaborated 
by external compression of the renal artery at the pedicle 
of the kidney, and by compression of the renal substance 
itself by the tumour within the kidney and its not readily 
distensible capsule. The authors consider this to be the 
first case as yet reported in which death was due to a 
hypertensive factor. James W. Brown 


1820. Histological Lesions in 32 Adrenals Removed 
Surgically for Essential Hypertension. (Lésions histolo- 
giques de 32 capsules surrénales enlevées chirurgicale- 
ment pour hypertension artérielle permanente) 

P. WERTHEIMER and A. GuicHARD. Lyon Chirurgical 
[Lyon chir.] 44, 15-26, Jan.—Feb., 1949. 5 figs. 


This paper describes certain histological abnormalities 
of the adrenal glands which, it is claimed, are to be found 
in association with hypertension or generalized vascular 
disease. 

The authors found the following lesions in 32 adrenals 
excised surgically for essential hypertension: (1) fibrosis 
of the capsule; (2) decrease in size of the zona glomeru- 
losa; (3) great hypertrophy of the zona fasciculata with 
swollen, often multinucleate, cells (found in 70% of 
glands); (4) normal zona reticularis and medulla; 
(5) islets of lymphocytes throughout all zones. In 
addition, the adrenals in 16 cases of arteriosclerosis 
removed at necropsy were examined and some or all of 
the same histological changes were found in 87%. Of 
34 patients who died from some arterial disease such as 
cerebral haemorrhage or nephritis the adrenals of 73% 
contained the lesions. As a control, 158 adrenals taken 
at necropsy from subjects who had no vascular disease 
were examined. In only 11% of these were the lesions 
found. 

The significance of the findings is discussed. The 
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hyperplasia of the zone fasciculata is related to the 
hypercholesterolaemia which is found in these diseases. 
Whether the changes indicate a primary hyperfunction 
of the adrenals, or whether they are really secordary 
effects, it is impossible to say. 

The authors claim, however, to have established that 
there is a well-marked hypertrophy of the adrenal cortex 
in cases of hypertension and generalized arteriosclerosis. 

F. B. Cockett 


1821. Death Following Use of Tetraethylammonium 
Chloride 
_R. P. Lasser, N. ROSENTHAL, and L. Loewe. Journal of 
the American Medical Association [J. Amer. med. Ass.} 
139, 153-154, Jan. 15, 1949. 6 refs. 


A woman aged 33 was admitted to the Brooklyn 
Jewish Hospital with hypertension, moderate albuminuria, 
and impaired renal function. With “ sodium amytal ” 
sedation the blood pressure fell from 250/150 to 160/120 
mm. Hg. A diagnosis of hypertension secondary to 
glomerulonephritis was made, and the patient dis- 
charged as unsuitable for surgery. She was readmitted 
8 months later. In the interval she had undergone a 
two-stage sympathectomy at another hospital, which had 
resulted in relieving the headaches. She now complained 
of vaginal bleeding, nose-bleeding, impaired vision, 
headaches, and vomiting. She appeared pale and 
cachectic, and her blood pressure was 220/100 mm. Hg. 
The revised diagnosis was essential hypertension, and in 
view of progressive deterioration tetraethylammonium 
chloride (“‘ etamon ”’) was tried with a view to assisting 
clinical remission and symptomatic relief, 5 ml. 
(500 mg.) being given over 5 minutes. The blood 
pressure fell from 230/140 to 60/20 mm. Hg. within 30 
minutes; cyanosis, coma, shock, and laboured respira- 
tion supervened. Intravenous followed by intracardiac 
nikethamide and adrenaline raised the blood pressure to 
120/90 mm.Hg. after 4 hours, but 2 hours later this again 
fell to shock levels and the patient died. Post-mortem 
appearances were those of a malignant phase of essential 
hypertension, especially in the kidneys. Coronary 
atherosclerosis was present, but the lumen was not 
narrowed. The authors suggest that impaired renal 
function prolonged the action of the drug (50% usually 
being excreted within 30 minutes) with fatal results. 

[The recognized antidote, neostigmine, does not appear 
to have been used.] . I. Ansell 


1822. Hypotensive Action of the New Dihydrogenated 
Ergot Alkaloids. (Ueber die blutdrucksenkende Wir- 
kung neuer dihydrierter Mutterkornalkaloide) 

A. KAPPERT, P. BAUMGARTNER, and F. Rupp. Schwei- 
zerische Medizinische Wochenschrift (Schweiz. med. 
Wschr.] 78, 1265-1269, Dec. 24, 1948. 5 figs., 37 refs. 


Dihydro-ergotamine, dihydro - ergocristine, and 
dihydro-ergokryptine are not superior to the original 
ergot alkaloids as regards tonic action on the smooth 
musculature, but they possess a much higher sympathi- 
colytic power and are better tolerated; they also have 
a central action which is shown by reduction of vascular 


tone, particularly in the splanchnic vessels. The 
therapeutic administration of these alkaloids in various 
types of arterial hypertension results in amelioration~ 
often pronounced—of subjective disturbances, reduction 
of systolic and diastolic arterial pressure, and regression 
of secondary changes due to the hypertension (affection 
of the fundus of the eye and of renal function, and patho- 
logical electrocardiographic findings). 

The authors use these compounds in the form of 
“CCK 179”, first by subcutaneous injection daily or 
every other day, with an initial dose of 0-1 mg., increasing 
by 0-1 mg. with each successive dose to a maximum total 
dose of 0-6 mg., followed by oral administration in a 
dosage of 1-5 to 4-5 mg. daily. The duration of treat- 
ment, as a rule, is about 60 days; the therapeutic effect 
is usually almost immediately apparent. 

G. Hemmeler (Excerpta Medica) 
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1823. Constricting Vascular Rings. Report of Two Cases 
with Recurrent Respiratory Infecti: 

M. J. CARSON and J. GOODFRIEND. Journal of Pediatrics 
[J. Pediat.] 34, 155-165, Feb., 1949. 14 figs., 11 refs. 


Two children, aged 4 and 6 years, with a double aortic 
arch, had suffered since early life from frequent attacks 
of pneumonia, bronchopneumonia, and wheezing dry 
cough. They had not had any difficulty in swallowing. 
Radiological examination revealed constriction of the 
trachea and oesophagus in both cases. The first child 
was operated upon and the smaller arc of the constricting 
vascular ring which lay posterior to the trachea and 
oesophagus was excised. Nine months later the child 
was very well and had had no further respiratory infec- 
tions. In the case of the other child operation was 
refused by the parents. It is said that, with the increasing 
rigidity of the trachea with age, drainage of the bronchial 
tree improves and respiratory infections become less 
common. The authors nevertheless advocate operation 
to prevent such complications of repeated pulmonary 
infection as bronchiectasis. Other common symptoms 
in this condition are stridor, dysphagia, and vomiting. 

[The paper is illustrated by 14 excellent radiographs.] 

Marianna Clarke 


1824. Retrograde Arteriography in the Diagnosis of 
Cardiovascular Lesions. I. Visualization of Aneurysms 
and Peripheral Arteries 

N. E. FREEMAN and E. R. MILLER. Annals of Internal 
Medicine [Ann, intern. Med.] 30, 330-342, Feb., 1949. 
5 figs., 12 refs. 


Retrograde arteriography is used when it is difficult 
or impossible to introduce the radio-opaque substance 
into the artery proximal to the lesion. The method 
employed is direct puncture of the exposed artery and 
injection of 70% “* diodrast”’, 1 ml. per kg. of body 
weight, to a maximum of 50 ml. through a 15- or 16-gauge 
needle. The authors report 11 cases, in 5 of which the 
procedure was unsuccessful. It is significant that in 
4 of these cases the injection was made into the femoral 
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artery. The only successful visualization of the 


abdominal aorta was obtained by passing a catheter up © 


the femoral artery until it reached the level of the dia- 
phragm, the injection then being made through the 
catheter. 

In vascular lesions of the upper extremity the method 
has been more satisfactory. Various abnormalities, 
such as thrombosis, have been revealed, and the struc- 
ture of angiomata can be well demonstrated. In 
one such case quoted it was seen that there was no 
significant arterial component; in another an arterio- 
venous fistula was demonstrated. The following com- 
plications are recorded: thrombosis of the artery 
occurred in 3 patients, though distal ischaemia was not 
produced; convulsions occurred in 2 patients, in both 
of whom the diodrast was not prevented from reaching 
the cerebral circulation. L. G. Blair 


1825. Diagnostic Use of Tetraethylammonium Chloride 
(Etamon) in Occlusive Arterial Disease of the Extremities 
J. Farr and J.Doupe. Canadian Journal of Research. E. 
[Canad. J. Res. (E)]| 27, 4-9, Feb., 1949. 2 figs., 5 refs. 


Tetraethylammonium chloride (‘,etamon”’) paralyses 
autonomic ganglia and produces hypotension and peri- 
pheral vasodilatation. The effects of the intravenous 
injection of “* etamon”’ in doses of 300 to 500 mg. were 
compared with reflex thermal vasodilatation in 14 sub- 
jects, of whom 3 were normal and 11 had peripheral 
vascular disease. In no case did “ etamon”’ produce 
the higher digital skin temperature, and the mean maxi- 
mum skin temperature after “‘ etamon”’ was 5° to 6° C. 
lower than after body heating. The authors conclude 
that “‘etamon” is not a reliable agent for testing the 
power of dilatation of the peripheral circulation. 

A. §. Dixon 


1826. Studies on the Pathogenesis of Arterial Disease 
R. L. HOLMAN. Southern Medical Journal [Sth. med. J.] 
42, 108-114, Feb., 1949. 8 refs. 


The author reviews his experimental work on the 
aetiology of arteriosclerosis and hypertension with 
related renal damage. 

The experiments were carried out on dogs. The 
animals were fed on large amounts of cod-liver oil daily 
(6% of the total diet). After 2 months injury was in- 
flicted on the kidneys so as to produce varying degrees 
of renal insufficiency, the methods employed being 
injection of uranyl nitrate or mercuric chloride, bilateral 
nephrectomy, or infection with Leptospira canicola. 
This experimental procedure had no effect on the tissues 
of the vascular system in normally fed dogs, but in the 
oil-fed dogs necrotizing lesions appeared throughout the 
arterial system after a short time, the earliest being seen 
after 4 days. Histologically there was a typical intense 
necrotizing arteritis, with healing (where kidney damage 
had been slight) along classical lines. Hypertension was 
not a necessary precursor of the lesions, although in 
some dogs blood pressure rose irregularly. The cod- 
liver oil diet could be given for lengthy periods without 
ill effect or changes in the vascular system, some degree 


of renal insufficiency being necessary for the appearance 
of the lesions. 

In kidneys removed surgically after a period of diet 
there were marked deposits of sudanophilic lipid in distal 
portions of the proximal convoluted tubules and in the 
loops of Henle. 

Dietary experiments showed that the sensitizing 
substance was contained in (but not peculiar to) cod- 
liver oil, heat-stable, not readily oxidized, and not 
vitamin A or D. Cholesterol and vitamin E inhibited 
the effect somewhat. The author considers that the 
dietary factor may be a toxic fatty acid, possibly damaging 
the collagen of the arterial wall by inactivation of 
vitamin C. The author points out the dual solubility 
of fatty acids, vitamin E controlling the fat-soluble 
phase and vitamin C the water-soluble phase. 

The author suggests that the classical theory of 
inherited weakness of the arterial wall combined with 
““ wear and tear’ of modern life may be supplanted by 
the hypothesis that a fundamental factor in the genesis 
of arterial lesions is a disturbance (due to a specific 
substance in the diet) in fatty acid metabolism. In this 
metabolism the kidney must play an ‘important part. 

R. P. Foggie 


1827. Treatment of Thromboangiitis Obliterans. Two-_ 


year Follow-up after Sympathectomy 

W. J. MESSINGER, E. N. GOODMAN, and J. C. WuiTe. 
American Journal of Medicine [Amer. J. Med.] 6, 168-176, 
Feb., 1949. 17 refs. 


Nineteen patients with thrombo-angiitis obliterans 
treated by a sympathectomy were followed up over a 
2-year period after operation. All patients were white 
males, aged from 20 to 54 years, and all had been 
smokers: they were either Naval personnel or ex-service 
men. The operation consisted of unilateral lumbar 
sympathectomy in 8 cases, bilateral lumbar sympa- 
thectomy in 6, unilateral upper dorsal sympathectomy in 
1, and combined upper dorsal and lumbar sympathectomy 
*in 4. The ganglia removed were L1 and 2; LI, 2, and 
3; Ll, 2,3, and 4; L2 and 3; L2, 3, and 4; T2 and 3; 
or T2, 3, and 4 in different cases. Permanent impair- 
ment of sexual function has never been encountered by 
the authors after unilateral lumbar sympathectomy even 
when the first lumbar ganglion has been removed, 
whereas practically all their patients reported failure of 
erection or ejaculation after bilateral lumbar sym- 
pathectomy even when this ganglion was spared. The 
immediate results of operation were good in all cases. 
After 2 years, 9 patients, of whom 8 had stopped smoking 
and one smoked but rarely, were symptom-free; in 6 
patients, of whom 3 had resumed smoking, symptoms 
returned in the sympathectomized limb; and 2 patients, 
both of whom had resumed smoking, had developed 
symptoms in other limbs. The results of the operation 
was therefore encouraging, especially in those patients 
who continued to refrain from smoking. [This summary 
was compiled by the abstracter from the authors’ table 
of cases: unfortunately their results are not presented in 
such a way as to be readily appreciated by the reader.] 

A, R. Kelsall 
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Disorders of the Blood 


1828. On the Nature and Significance of Stippling in 
Lead Poisoning, with Reference to the Effect of Splenectomy 
A. J.S. McFapzean and L. J. Davis. Quarterly Journal 
of Medicine (Quart. J. Med.] 18, 57-72, Jan., 1949. 
11 figs., 20 refs. 


The authors have studied the erythrocyte stippling 
phenomenon in 4 men exposed to lead poisoning risk 
in industry, and also in guinea-pigs treated with lead 
salts, in which the blood appearances were similar to 
those seen in human cases of lead poisoning, except that 
normoblasts, many of which were stippled, were often 
seen. In bone-marrow smears both from the human 
cases and the experimentally poisoned animals, punctate 
basophilia was found in the erythrocytes and in normo- 
blasts showing evidence of haemoglobinization, the 
polychrome normoblast being the earliest cell in which 
basophil granules were seen. A varying proportion of 
the granules of stippling in peripheral erythrocytes gave 
a positive reaction to the potassium ferrocyanide test 
for iron, and only about 50% of the stippled peripheral 
erythrocytes in the human subjects contained iron- 
positive granules. In guinea-pigs it was found that the 
more severe the lead intoxication the coarser the granules 
and the higher the proportion giving a positive iron 
reaction. Iron-positive granules, occasionally solitary, 
were found within normoblasts, erythrocytes, and 
phagocytic cells in the bone marrow and were considered 
to be identical with the granules of punctate basophilia. 

The proportion of stippled erythrocytes and normo- 
blasts in the bone marrow was found to be significantly 
higher than that of stippled erythrocytes in the peri- 
pheral blood, both in man and in intact guinea-pigs. 
In guinea-pigs given lead carbonate after splenectomy, 
however, there was a progressive increase in the number 
of stippled erythrocytes in the peripheral blood until- 
they constituted 40% of the total count, the highest 
proportion of stippled cells found in control animals 
given the same dosage of lead salt being 7-5%. It was 
found that splenectomy performed in animals already 
intoxicated with lead was followed by a rapid increase in 
stippled erythrocytes, the incidence of which rose from 
pre-splenectomy levels to 39 to 52%. When lead admini- 
stration was stopped, stippled cells persisted in the 
peripheral blood of the splenectomized animals for a 
longer period than in the controls. There was no 
significant difference in the incidence of stippled normo- 
blasts in the marrow as between the splenectomized 
animals and the control group. In these experiments it 
was found that the effect of splenectomy was to prevent 
or repair the anaemia which occurred in control animals, 
and to increase the proportion of iron-positive granules 
in the peripheral erythrocytes, although not affecting 
that in the cells of the bone-marrow. 

The authors suggest that stippling in lead poisoning 
results primarily from the effect of lead upon the erythro- 


cyte precursors in the bone marrow and is not due to a 
specific effect upon the erythrocytes in the peripheral 
circulation. Iron-positive granules were usually found 
in normoblasts showing evidence of defective haemo- 
globinization and in this and other respects these granules 
closely resembled the erythrocytic inclusions which have 
been observed by the authors in certain acquired haemo- 
lytic anaemias (Glasg. med. J., 1947, 28, 237) and which, 
they consider, probably result from a partial failure of 
incorporation of iron into the protoporphyrin nucleus. 
They suggest, therefore, that a similar defect of haemo- 
globin synthesis occurs in lead poisoning, and that 
defective erythrocytes are phagocytized by the spleen 
shortly after their appearance in the general circulation. 
The same mechanism may explain the pathogenesis 
of certain acquired idiopathic anaemias now regarded 
as haemolytic rather than dyshaemopoietic. 
R. Winston Evans 


1829. Leukergy and its Application in Haematology. 
(Le phénoméne de la leukergie et la possibilité de l’utiliser 
dans I’hématologie) 

L. Fleck. Sang [Sang] 20, 1-14, 1949. 10 figs., 11 refs. 


If citrated blood which has been allowed to stand at 
37° C. for 3 hours is mixed, a loopful removed, transferred 
to a slide to make a thick drop, allowed to dry, and then 
stained with a basic dye without previous fixation, the 
leucocytes are often found agglomerated into masses, 
each clump containing a great preponderance of one kind 
of cell. This phenomenon is termed leukergy. It is a 
property of cells, not of plasma (interchange experiments), 
and is most marked at 37°C. It is slight in healthy 
animals, increased slightly by injections of Gram-positive 
bacteria, markedly by injections of Gram-negative 
bacteria, and very greatly by intrapleural injections of 
turpentine. In human beings it is pronounced in most 
acute fevers, but absent in syphilis, gonorrhoea, and most 
chronic diseases. In the majority of positive reactions 


only the neutrophil leucocytes are involved, but some- 


times the lymphocytes also clump. There is no relation 
between Jeukergy and the erythrocyte sedimentation rate. 
G. Discombe 


1830. Heinz Body Formation by Certain Chemical 
Agents 

S. H. Wesster, E. J. LitseGren, and D. J. ZIMMER. 
Journal of Pharmacology and Experimental Therapeutics 
[J. Pharmacol.] 95, 201-211, Feb., 1949. 4 figs., 16 refs. 


Heinz bodies are best demonstrated by supravital 
staining of shed blood with 1-29% methyl violet 
(** C.1. 680 ’’) in 0-73% NaCl, but can be shown by stain- 
ing air-dried smears with 0-2% methyl violet in 96% 
alcohol, though many are extruded from the cell by the 
trauma of spreading. 
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Inhalation of stibine (SbH,) 53 to 70 parts per million 
by mice, guinea-pigs, rabbits, cats, and monkeys caused 
the appearance of Heinz bodies within a few hours, 
mice and guinea-pigs being most and rats least sensitive. 
The bodies persisted for up to 55 days after a single 
exposure. Attempts to produce them in vitro with 
stibine were unsuccessful. Administration of sulph- 
anilamide (0-3% in drinking water) to mice produced 
the bodies within 24 hours; prolonged administration 
of the drug for 6 months had no other effect. Mixtures 
of blood and sulphanilamide in vitro produced the 
bodies within 15 minutes. Phenylhydrazine and acetyl- 
phenylhydrazine caused the appearance of the bodies 
in vivo and in vitro within a few minutes. Aniline, 
pyrogallol, and hydroxylamine were also highly active, 
but saponin, 2 : 4-toluylene diamine, salts of cobalt, 
iron, lead, and mercury, chlorate, dichromate, nitrate 
and nitrite, and tartar emetic were relatively inactive in 
giving rise to the bodies. 

[Ascorbic acid is said to be active in vivo.] 

G. Discombe 


1831. Multiple Myeloma: Its Clinical and Laboratory 
Diagnosis with Emphasis on Electrophoretic Abnormalities 
W.S. Apams, E. L. ALLING, and J.S. LAWRENCE. Ameri- 
can Journal of Medicine [Amer. J. Med.] 6, 141-161, Feb., 
1949. 20 figs., 47 refs. 


The clinical and laboratory findings in 61 cases of 
multiple myeloma are reviewed; 72% of the cases were 
in males and 89% of patients were over 50 years of age. 
The incidence of the various clinical features was on the 
whole similar to that in previously reported series. Thus 
the common symptoms were pain (68%), weight loss 
(68°), gastro-intestinal disturbances (62%), and fever 
(52%). The commonest sign was “ poor dentition ” 
that is, “‘ a pronounced carious condition or a complete 
absence of teeth’? which was noted in 98%. [In the 
abstracter’s opinion such an observation cannot be 
regarded as significant without information on the 
frequency of dental disease in a control series of patients 
from the same age group and social class.] Signs more 
definitely attributable to the disease were pallor (47%), 
bleeding (39%), neurological signs (usually resulting from 
collapse of vertebrae) (35%), a palpable liver (26%), 
palpable bone tumours (22%), and a palpable spleen (9%). 

The commonest abnormality among the laboratory 
findings was an abnormal electrophoretic pattern of the 
plasma, present in 100% of 33 consecutive cases. [The 
types of pattern encountered and details of the methods 
used are too technical for abstracting; those interested 
should read the original paper.] From the laboratory 
investigations more suitable for routine use, anaemia, an 
increase of plasma cells in the sternal marrow, and 
radiological abnormalities of bone were each found in 
86°, of cases. Diminution in albumin content of plasma 
was reported in 84%, and a rise in globulin content in 
67%. There was excessive rouleaux formation in 60%, 
renal insufficiency in 47%, hyperproteinaemia in 52%, 
raised serum alkaline phosphatase level in 48%, Bence- 
Jones protein in the urine in 47%, an anti-complementary 
Wassermann reaction in 25%, plasma cells in the peri- 


by judicious x-ray therapy. 


pheral blood in 25%, hypercalcaemia in 24%, hyper- 
phosphataemia in 22%, and leucopenia in 11%. [Few 
of these investigations were carried out on all cases: thus, 
the differential plasma protein estimations were made on 
51 cases, serum calcium and phosphorus determinations 
in 45, and alkaline phosphatase determination in 21, 
while excessive rouleaux formation was searched for in 
only 10. The value of the figures is also decreased by 
evidence of carelessness in presentation. Thus, the 
paper is stated to deal with 61 cases of multiple myeloma, 
but Table 1 is headed “ laboratory findings in sixty-three 
cases of plasma cell tumours’: the incidence of hyper- 
calcaemia is given in Table 1 as 11 out of 45 cases (24%), 
and this is confirmed in Fig. 2, but on p. 157 it is stated 
that: ‘‘in our laboratory the upper limit of the normal 
serum calcium level is 11 mg. per cent. Levels higher 
than this were encountered in 24 of 45 cases (55-3 per 
cent.) 

The authors have had only limited experience of treat- 
ment with stilbamidine and offer no opinion on its value. 
They have had considerable success in the relief of pain 
A. R. Kelsall 


1832. Hodgkin’s Disease. A Clinical-pathological Re- 
view of 150 Cases 

W. L. Bostick. California Medicine [Calif. Med.] 70, 
87-92, Feb., 1949. 23 refs. 


This report from the Department of Pathology, 
University of California, reviews 150 cases of proved 
Hodgkin’s disease over the past 25 years. The differentia- 
tion into Hodgkin’s .paragranuloma, granuloma, and 
sarcoma is briefly discussed, with its difficulties and its 
relation to prognosis. Apart from prognosis and age 
incidence, there is no correlation between these three 
types and the clinical features. [The finer microscopical 
details are to be the subject of a later report.] 

The initial symptoms were, in order of frequency, 
malaise, cough, night sweats, loss of weight, and dyspnoea 
(the last three were equally frequent); the primary 
tumour was most often cervical and occurred most 
frequently on the left side. The febrile reactions were 
variable, but more pronounced among the rapidly 
progressing cases and where the primary lesion was 
abdominal. Blood counts usually showed a slight 
polymorphonuclear leucocytosis with a lymphocyto- 
penia (mean eosinophil count 2-5%). The average 
survival time was 41 months—longer in the female— 
and its relation to the site of involvement was doubtful 
[concerning the latter a table is missing]. Certain other 
points emerge: the high percentage of negative tuberculin 
reactors, a doubtful relation to gonadal activity, and 
experimental evidence against a possible virus agency. 

As regards treatment no definite conclusion is offered, 
and nitrogen mustard therapy is considered too recent 
to permit evaluation. 

[It is a pity that this analysis has revealed little of 
importance, but, as the author notes, the numbers of 
cases in relation to a specific association are often so 
small that conclusions are scarcely justified.] 

R. N. Johnston 
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ANAEMIAS 


1833. Severe Anaemia in Indian Sepoys. (Refractory 
Tropical Macrocytic Anaemia) 

R. Passmore. Transactions of the Royal Society of 
Tropical Medicine and Hygiene [Trans. R. Soc. trop. Med. 
Hyg.] 42, 367-380, Jan., 1949. 12 refs. 


This paper is based on a study of 127 patients whose 
haemoglobin level had at one time fallen below 4 g. per 
100 ml. The cases had been evacuated from hospitals 
in the war areas in Assam and Eastern Bengal and were 
treated in Calcutta and Lucknow, the majority of 
anaemias being of the macrocytic type. Generally the 
anaemias were of two types: (1) Those in which healthy 
bone marrow was unable to produce sufficient haemo- 
globin, either because of a defective diet or because of 
excessive blood destruction from some extraneous 
disease. These were common, rarely severe, and 
responded well to treatment. (2) Those in which the 
bone marrow itself was diseased. This type usually 
caused severe and prolonged illness, was refractory to 
treatment, and was associated with a high mortality 
rate. The incidence of these anaemias appeared to be 
evenly distributed amongst the various classes of sepoys, 
the conditions being very rare in British troops. Most 
patients showed signs of a recent malarial infection, but 
only occasionally were parasites found in large numbers; 
the majority of cases occurred when rations were deficient. 
Ancylostomiasis and amoebic dysentery did not appear 
to be important predisposing causes. 

Pyrexia was almost universal but not due to infection. 
Subcutaneous and severe uncontrollable oral haemor- 
rhages were common terminal events; the mortality 
rate was over 34% and only 20% of patients were able 
to leave hospital within 3 months. Prognosis was 
uncertain. 

Full blood counts, including haematocrit measure- 
ments, were made in 88 cases. Fifty-one cases were 
regarded as macrocytic (orthochromic 31, hypochromic 
20), 28 as normocytic (orthochromic 16, hypochromic 12), 
and 5 as microcytic hypochromic. In only 37 was 
evidence of iron deficiency found. In the majority 
there was no evidence of reticulocytosis and a leucocyte 
count of 2,500 to 4,000 per c.mm. was the rule. The 
bone marrow was more cellular than normal, and there 
appeared to be a delay in the development of erythrocytes, 
with increased numbers of pro-erythroblasts and early 
normoblasts. Mitotic figures were numerous and 
haemoglobin formation was delayed, but no typical 
megaloblasts were found. In 3 cases no red marrow 
was found in the long bones at necropsy. 

Treatment was by adequate diet and control of any 
intercurrent infection. All patients with a haemoglobin 
level of 4 g. per 100 ml. or less required blood trans- 
fusion. For severe anaemias 1,000 to 2,000: ml. per 
transfusion was needed, transfusion being often repeated 
after a few days. The results with smaller doses were 
disappointing. With large transfusions the slow drip 
method was used, and febrile reactions and rigors were 
not indications for stopping treatment provided the 
circulation was well maintained. Usually a cannula was 
tied into a vein. Liver therapy was given in 56 cases 


with macrocytosis, but this treatment had no effect 
comparable to that in pernicious anaemia in Europeans, 
In the majority of both British and Indian troops the bone 
marrow reacted vigorously as soon as the extra strain 
due to service conditions was removed, the blood picture 
returning tonormal. Ina minority the marrow appeared 
unable to react adequately and a long period of impaired 
function followed, often ending in physiological failure 
and complete aplasia. This inadequacy of the marrow 
might be the result of repeated previous strains in child- 
hood and youth—malnutrition and intercurrent infec- 
tions. Repeated blood transfusion was the most 
important factor in treatment of severe cases. 
C. F. Shelton 


1834. ‘“ Refined ’’ Liver Extract in Tropical Macrocytic 
Anemia 

J. C. Pater and Y. M. BHENDE. Blood [Blood] 4, 259- 
268, March, 1949. 17 refs. 


This paper comes from the Singhanee Hindu Hospital 
and the Department of Pathology, Seth G. S. Medical 
College, Bombay, India. The authors present a series 
of 45 cases of tropical macrocytic anaemia treated with 
** refined *’ liver extracts. Of these, 12 cases were treated 
with “ examen” and 27 with ‘* examen new potency ”’; 
** anahaemin ” was given to 4 cases and “ reticulogen ” 
to 2. Of the 45 cases, 39 responded satisfactorily; one 
of the remaining 6 cases responded later to “ crude” 
liver extract and 4 did not; the last case was observed 
for only one week from the beginning of treatment. The 
dosage varied, but the results suggest that 2 or 3 ml. of 
refined liver extract may be sufficient to produce an 
optimum response. A, W. H. Foxell 


1835. The Distribution Curve of Erythrocyte Fragility. 
A Different Method of Presentation of Fragility of Erythro- 
cytes to Hypotonic Saline, with Preliminary Remarks on 
the Function of Reticulocytes 

J. H. Botton. Blood [Blood] 4, 172-178, Feb., 1949. 
5 figs., 20 refs. 


By the usual method of representing erythrocyte 
fragility a sigmoid, “* cumulative’ curve is produced, in 
which, at each decreasing concentration of saline, the 
percentage haemolysis at any particular point represents 
all the haemolysis which has occurred at higher con- 
centrations together with the haemolysis occurring at 
that point. The degree of haemolysis actually occurring 
at any particular saline concentration can easily be found 
by deducting from the percentage haemolysis at that 
concentration that which occurred at the immediately 
higher concentration. The curves of the distribution of 
erythrocyte fragility derived in this way are similar in 
form to a Price-Jones curve, and, in fact, would be 
directly comparable to the latter if fragility were directly 
related only to spherocytosis—which it is not, since the 
erythrocyte does not behave as a perfect osometer—for 
the curve would then represent the distribution of cells 
in terms of their degree of spherocytosis. The derived 
curve in a case of familial acholuric jaundice before- 
splenectomy was found to be bimodal, suggesting the 
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presence of two populations of cells of differing 


susceptibility to hypotonic saline; after splenectomy, the 
curve became smooth, with a single mode. In other 
biphasic curves there was a correlation between the 
percentage haemolysis at the secondary mode and the 
reticulocyte level. Ina case of acute haemolytic anaemia 
the curve was triphasic, the percentage haemolysis in 
each modal area corresponding roughly to the percentage 
of reticulocytes and of spherocytes. This does not 
necessarily mean that reticulocytes are more fragile than 
normal, for the increased marrow activity, indicated by 
the reticulocytosis, may lead to production of abnormally 
fragile cells other then reticulocytes. It is suggested that 
the distribution curve in cases of anaemia may help to 
decide whether increased fragility is due to the production 
of more fragile cells by an active bone marrow, or to 
some intrinsic defect in some or all of the cells present. 
Moreover, since erroneous results may be obtained by 
using mean, median, or range as the descriptive statistic 
for fragility when irregular bimodal curves are present, 
the distribution curve should be determined before using 
any summarizing statistics. Wilfrid E. Hunt 


1836. Acquired Acute Hemolytic Anemia of Unknown 
Cause. Report of a Case with Fibrinoid Arteritis, Atypical 
Pneumonia and Lower Nephron Nephrosis 

L. J. RATHER. Archives of Internal Medicine [Arch. 
intern. Med.] 82, 578-587, Dec., 1948. 4 figs., 7 refs. 


A fatal case is described of acute haemolytic anaemia 
of unknown origin in a 20-year-old Italian woman 
after injections of an unspecified preparation for varices 
of the left leg. The condition ‘developed within 
less than 2 weeks of these injections, but the author does 
not seriously consider this important aetiological 
possibility. Necropsy disclosed a disseminated fibrinoid 
arteritis with multiple thrombi in the small veins of the 
heart, spleen, and parathyroid glands. An atypical 
pneumonia was present resembling the pneumonitis 
described by Rich as seen in rheumatic fever, but no 
bacteriological studies were made. A lower-nephron 
nephrosis was present. John F. Wilkinson 


HAEMORRHAGIC DISEASES— 


1837. Hemophilia. A Clinical Study of Forty Patients 
C. S. Davipson, R. D. Epstein, G. F. MILLER, and 
F. H. L. Taytor. Blood [Blood] 4, 97-119, Feb., 1949. 
1 fig., bibliography. 


This review of haemophilia is based on 40 cases followed 
up in the Thorndike Memorial Laboratory, Harvard 
Medical School, during the last 10 years. The ages of 
the patients varied from 12 to 58 years and in most cases 
the clotting time was between 1 and 2 hours. In 28 
patients there was a definite family history of haemophilia. 
During the period under review there were only 2 deaths 
attributable to bleeding (one due to an infected gluteal 
haematoma and one case of asphyxia due to a pharyngeal 
haematoma) although numerous dental extractions and 
five serious operative procedures were carried out on 
members of the group. 
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The clinical features and practical management of the 
following complications are discussed: haemarthrosis, 
haemophilic pseudosarcoma of bone, subcutaneous and 
intramuscular haematomata, haematuria, pharyngeal 
haematoma, abdominal and retroperitoneal bleeding, 
and certain neurological complications. The authors 
favour treatment by the transfusion of fresh blood or 
plasma (according to the degree of blood loss), repeated 
when necessary. Euglobulin fraction I was given in 
some cases, but its activity was found to be somewhat 
variable and it is thought to be more likely than whole 
blood or plasma to produce a refractory state. Throm- 
bin, applied directly to the wound and held in place by 
pressure dressings, was found to be the most useful local 
application and, for dental extractions, a specially con- 
structed partial or complete denture is recommended as 
a means of providing pressure on thrombin applied to 
the socket, fresh blood or blood derivatives being given 
before and after the extraction. P. C. Reynell 


1838. Studies on an Undetermined Circulating Anti- 
coagulant. Case Report and Laboratory Findings 

D. G. Dieter, M. Spooner, and F. J. Ponte. Blood 
[Blood] 4, 120-129, Feb., 1949. 11 refs. 


A 68-year-old male with no family history of haemo- 
philia developed severe haemorrhagic manifestations of 
the haemophilic type. Coagulation time was prolonged, 
although bleeding time, prothrombin concentration, and 
blood fibrinogen content were normal. Blood trans- 
fusion and other forms of treatment had no effect on the 
coagulation time. .Small amounts of the patient’s 
plasma caused delay in the coagulation of normal blood, 
suggesting that a circulating anticoagulant was present, 
the nature of which was obscure. This agent appeared 
to be thermostable but lost its activity rapidly on storage; 
on dialysis, it could not be recovered from the dialysate. 
From their investigations the authors conclude that it 
was an anti-thromboplastin comparable to the anti- 
coagulants reported by other investigators in patients with 
similar afflictions. P. C. Reynell 


See also Section ’Physiology and Biochemistry, Abstract 
1628. 


LEUKAEMIAS 


1839. Leukemia in Childhood. Preliminary Report of 
Response to Aminopterin 

I. J: Wotan, P. B. DicKSTEIN, and J. GITHENS. 
Pennsylvania Medical Journal (Penn. med. J.| 52, 474-481, 
Feb., 1949. 1 fig., 6 refs. 


This is an amplification of the original paper by Farber 
and his co-workers on the value of the anti-folic-acid 
substance, aminopterin, in the treatment of acute 
leukaemia in childhood (New Engl. J. Med., 1948, 238, 
787). Of 10 patients, 2 died within 72 hours (one with 
monocytic and one with myelocytic leukaemia) and one 
(with myelocytic leukaemia) failed to manifest improve- 
ment; but in the other 7 cases improvement in the 
clinical, blood, and marrow pictures occurred (3 with 
myelocytic and 4 with lymphocytic. disease). The 
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longest remission was 6 months, the patient being still 
alive at the time the article was published. 

Toxic phenomena are common, and may lead to 
aplasia of the marrow, but can be avoided by careful 
dosage; even so, the danger of haemorrhage is con- 
siderable. Leukaemic cells are said to require unusually 
large amounts of pteroylglutamic acid, and are therefore 
specially susceptible to aminopterin, which appears to 
enter into those intracellular enzyme systems that require 
folic acid, thus blocking their availability for nutrition. 
The anti-folic-acid character of aminopterin is well 
shown by the megaloblastic characters of the regenerating 
erythrocytes in the marrow during treatment. Oddly 
enough, folic acid, even in large doses, does not fully 
reverse the ill effects of excessive amounts of aminopterin. 

[The literature should be watched for forthcoming 
reports on the less toxic anti-folic-acid substance, 
methopterin. ] A. Piney 


1840. Some Observations on the Effect of Folic Acid 
Antagonists on Acute Leukemia and Other Forms of 
Incurable Cancer 

S. Farser. Blood [Blood] 4, 160-167, Feb., 1949. 
14 refs. 


In this paper the author discusses the status of certain 
folic acid antagonists in the treatment of acute leukaemia 
in children, in the light of his personal experience. The 
first impressive remissions in acute leukaemia were 
produced with aminopterin (4-aminopteroylglutamic 
acid) in November, 1947, but the toxicity of this drug 
emphasized the need for less toxic compounds. A- 
methopterin (4-aminomethylpteroylglutamic acid), and 
amino-an-fol (4-aminopteroylaspartic acid) were found 
to be less toxic than aminopterin in doses which were of 
equal therapeutic efficacy, although with larger doses the 
toxic effects were similar to those produced by amino- 
pterin. Summarizing his results to date, the author 
states that of approximately 60 children with acute 
leukaemia treated with one or other of the three com- 
pounds named above for 3 weeks or longer rather more 
than 50°, showed clinical and haematological improve- 
ment. Two of the children were still alive 23 and 16 
months after the onset of the disease. There is, however, 
no evidence that the disease in any of these children has 
in any sense been cured. It appears from the author’s 
remarks that treatment is continued during remissions, 
although in slightly smaller doses. With the appearance 
of toxic manifestations it is advised that the drug should 
be withdrawn for afew days. The occurrence of multiple 
segmented polymorphonuclears in the peripheral blood 
and megaloblasts in the bone marrow is regarded as 
important evidence of the action of the folic acid 
antagonist, but it is considered doubtful whether all the 
effects are manifestations simply of a folic acid deficiency. 
It seems likely that more profound and subtle influences 
are also exerted. Consideration is given to the problem 
created by the effecp-of folic acid antagonists in 
accentuating the haemorrhagic tendency in acute 
leukaemia. 

The author also mentions that the folic acid antagonists 
have been found to exert a definite but inconstant carcino- 


lytic action in apparently unrelated forms of incurable 
cancer such as neuroblastoma, pulmonary metastases 
from cancer of the bladder, lymphosarcoma, and 
Hodgkin’s disease. L. J. Davis 


1841. The Use of Folic Acid Antagonists in the Treat- 
ment of Acute and Subacute Leukemia. A Preliminary 
Statement 

W. DamesHEeK. Blood [Blood] 4, 168-171, Feb., 1949, 


A summary is given of the author’s results with folic 
acid antagonists in the treatment of acute and subacute 
leukaemia in 4 children and 31 adults. The drugs used 
were: aminopterin (4-aminopteroylglutamic acid), 


a-methopterin (4-amino-N?°-methylpteroylglutamic acid), 


amino-an-fol (4-aminopteroylaspartic acid), and a-nino- 
pterin (4-amino-9-methylpteroylglutamic acid). The 
doses were respectively 1 to 4 mg.; 2 to 5 mg.; 25 to 
75 mg.; and 5to 15 mg. daily. The drugs were dissolved 
in sterile saline and injected intramuscularly until a toxic 
or pronounced haematological reaction occurred, the 
drug being then discontinued. When the toxic reaction 
had subsided maintenance doses were given either by 
the intramuscular or by the oral route. The oral dose 
of aminopterin was 1 mg. daily or every other day; by 
this route the drug was as effective as when given paren- 
terally. Toxic reactions were the rule with aminopterin. 
The other folic acid antagonists were less toxic, but 
were in general of lesser therapeutic value, although 
a-ninopterin appeared to be active therapeutically with 
only minimal toxic effects. In general the impression 
was gained that in order to obtain a remission it was 
necessary to bring about definite toxic reactions. These 
reactions consisted of ulceration of the mouth or tongue, 
abdominal pain, nausea, diarrhoea, and purpura. 
Remissions occurred in 9 of the 35 patients treated. 
Excluding 1 patient whose treatment had only recently 
been commenced, and 8 who died within 5 days of 
commencing therapy, the remission rate was 34%. Ten 
of the cases analysed were of lymphoblastic leukaemia 
and remissions occurred in 5; of 9 cases of myeloblastic 
leukaemia 3 had remissions but of 3 cases of monocytic 
leukaemia none benefited. The results thus far obtained, 
although providing no evidence that the disease can be 
cured or permanently arrested, indicate that well-defined 
remissions can ‘be secured in about a third of the cases. 
The best results were thought to occur in relatively 
subacute cases. The fulminating cases, with rapid onset 
of bleeding, were only slightly affected. L. J. Davis 


1842. Pathogenesis of Chronic True Erythroleukaemia. 
(Zur Pathogenese der chronischen echten Erythro- 
leukamie) 

P. v. VéGH. Wiener Zeitschrift fur Innere Medizin 
[Wien. Z. inn. Med.) 30, 205-213, May, 1949. 6 figs., 
10 refs. 


1843. Carbamates in the Chemotherapy of Leukemia’ 
V. Observation of a Possible Antileukemic Synergism 
Between Urethane and Methyl-bis( 8-chloroethyl)amine 
H. E. Skipper. Cancer [Cancer] 2, 475-479, May, 
1949. 22 refs. 


Respiratory Disorders 


1844. A Case of Simultaneous Actinomycosis of the 
Thorax and Pulmonary Tuberculosis. (Uber einen Fall 
von gleichzeitiger Thoraxaktinomykose und Lungen- 
tuberkulose) 

H. H. von ARNIM.  Beitrdge zur Klinik der Tuberkulose 
[Beitr. klin, Tuberk.) 101, 595-607, 1949. 4 figs. 


The author reports in great detail the case of a 42-year- 
old steel worker whose illness presented considerable 
diagnostic difficulty. The combination of pulmonary 
actinomycosis and tuberculosis, present in this case, has 
only occasionally been observed. 

The patient was first treated for pneumonia of the 
right upper lobe. After an apparently delayed resolu- 


tion radiological examination of the lung showed increase. 


of shadowing in the upper lobe, thickening of the pleura, 
possible cavities, and bronchiectatic changes. The 
possibility of a lung abscess in association with a pro- 
ductive-fibrotic lung tuberculosis was considered, in 
view of the radiological results, the intermittent tempera- 
ture, the high lymphocytosis in the blood, and the 
muco-purulent expectoration which amounted sometimes 
to 400 ml. in 24 hours. Only 15 months after the onset 
were tubercle bacilli discovered in the sputum. Five 
months later a hard infiltration of the right thoracic wall 
developed with subcutaneous abscess formation. On 
incision the evacuated pus had an offensive smell and 
contained yellow granules. The examination of a 
crushed granule showed a matted mass of branching 
mycelia. The patient died later of a haemoptysis. 

The author is unable to decide which disease started 
first. He discusses the possibility that the patient’s 
employment as moulder in a steel works might have 
produced some injury to the lung parenchyma. He is 
inclined to think that the illness started with a pneumonia 
which did not resolve and was followed by a lung abscess. 
The ray fungus established itself either in the infiltrated 
lung tissue or in the abscess cavity and caused a mobiliza- 
tion of virulent tubercle bacilli in a quiescent focus, and 
bronchogenous or haematogenous dissemination. 

Franz Heimann 


~1845. Postmortem Pneumothorax 
D. SALKIN. Diseases of the Chest [Dis. Chest] 15, 1-23, 
Jan., 1949. 18 figs., 1 ref. 


Artificial pneumothorax was induced post mortem in 
80 cadavers. In 74 cases the chief pulmonary disease 
present was fibro-caseous tuberculosis. An x-ray study 
was then made of the effects within 3 hours of death, 
usually before the onset of rigor. The bodies were seated 
in a specially constructed wheeled chair. Films were 
taken before and after the induction, which was carried 
out by pumping air into the pleural space under “ con- 
siderable” force up to the point of maximal lung 
collapse. 

M—2G 


The effects produced were substantially the same as 
in the living subject as regards mobility of the bony 
cage, descent of the hemidiaphragm, mobility of the heart, 
mediastinal herniation, and lobar atelectasis. In five out 
of six examples of this last condition obstruction or 
bronchiectasis was found in the connecting bronchus. 
It was supposed that some atelectasis, later accentuated 
mechanically by the artificial collapse, must have been 
present originally, since after death there could have been 
no arterial absorption. It was further shown that 
pulmonary infiltration, whose presence was later proved 
at necropsy, might no longer be detectable radiographic- 
ally with varying degrees of pneumothorax. Narrowing 
or occlusion of bronchi was demonstrated with radio- 
opaque solution, but kinking was not seen. 

The radiographic appearances of cavitation proved to 
be influenced by adhesions, surrounding infiltration, the 
state of the communicating bronchus, and the size of the 
cavity in much the same way as in life. It is admitted 
that in the living patient cavity closure is a ‘ complex 
process’, but the study is considered to illustrate the 
concept that at least the initial reduction in size is due 
to mechanical release of the tissues about the cavity wall. 
Cavities were also aspirated. These points are made: 
(1) It was possible by aspiration markedly to reduce in 
size even very large cavities for periods of up to about a 
minute. (2) The greater the bronchial occlusion the 
greater the possible diminution in size. (3) Supposedly 
thick and caseous cavity walls often proved to consist 
largely of atelectatic alveoli, which were capable of 
re-expansion. 

It is held that the factors illustrated in this work may 
have a significant bearing upon the production and 
healing of cavities in the living. J. McD. G. Stewart 


1846. Pulmonary Hazard of the Ingestion of Mineral Oil 
in the Apparently Healthy Adult. A Clinicoroentgeno- 
logic Study, with a Report of Five Cases 

L. SCHNEIDER. New England Journal of Medicine [New 
Engl. J. Med.) 240, 284-291, Feb. 24, 1949. 8 figs., 
18 refs. 


In just over 2 years the author has observed 7 cases of 
oil-aspiration pneumonia at the Washington Heights 
Chest Clinic, New York. In a review of the American 
literature since the condition was originally described by 
Laughlen (Amer. J. Path., 1925, 1, 407), it is recalled that 
it was first demonstrated in young and debilitated children, 
and later in adults too, after nose and throat medication. 
The subsequent recognition of the condition after pro- 
longed oral administration of mineral oil, particularly in 
debilitated, recumbent, and aged persons, and in those 
suffering from dysphagia of nervous or neoplastic origin, 
led to the abandonment by hospitals of the use of mineral 
oil as a habitual laxative in such cases. 

The reaction of the lung depends upon the amount of 
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fatty acid present in the oil or liberated by the tissues; 
vegetable oils such as olive oil cause the least, animal 
fats and cod-liver oil the greatest reaction. Liquid 
paraffin is bland and non-saponifiable, causing a foreign- 
body reaction in and around the affected alveoli which 
progresses finally to a proliferative pneumonitis with 
nodular fibrosis around collections of lipid material— 
“ paraffinomata ’”—in the most severe cases. The early 
stages are fully reversible and it seems that many years’ 
ingestion of liquid paraffin is necessary before signs and 
symptoms appear. The author’s patients were all over 
60, well, and ambulant, and had been imbibing liquid 
paraffin for 10 or 20 years or more, often in unreasonably 
large doses. It is his purpose to emphasize the danger 
of such a practice. Clinically, the first indication may 
be recurrent acute pneumonia superimposed on the oil 
pneumonia, dyspnoea and cough developing later. The 
patient remains remarkably well, and physical signs 
remarkably scanty. The lesions are usually basal and 
bilateral, occasionally unilateral. Radiologically, all 
graduations from a small basal infiltrative process to a 
circumscribed hard nodular opacity simulating carcinoma 
are found, collapse being uncommon. The diagnosis 
rests on consideration of the possibility of this cause, 
radiology, examination of the sputum for oil-droplets, 
and lung puncture. There is little to be done except to 
stop the intake of oil, to watch the progress of the 
condition with the aid of serial skiagrams, and to treat 
any pneumonic attack. Pulmonary resection may 
occasionally be indicated. Maxwell Telling 


1847. Clubbing of the Fingers 
A. W. Branwoop. Edinburgh Medical Journal {Edinb. 
med. J.| 56, 105-120, March, 1949. Bibliography. 

See also Sections Anatomy and Cytology, Abstract 
1622; Radiology, Abstract 1714. 


1848. The Significance of Pleural Effusions as Indicating 
the Presence of Abdominal Disease 
A. H. Aaron and L. J. Leany. Diseases of the Chest 


[Dis. Chest] 15, 30-39, Jan., 1949. 1 fig., 8 refs. 


The authors point out that spread of an inflammatory 
lesion from the chest downward through the diaphragm 
is rare, but they stress the importance of abdominal 
disease as a cause of pleural effusion. As examples of 
this phenomenon they cite cases of subdiaphragmatic 
abscess, amoebiasis of the liver, and abdominal tumours 
associated with ascites, such tumours not necessarily 
being malignant. In these conditions the aetiological 
factor governing the effusion is uncertain, there being no 
evidence of inflammatory reaction and the protein 
content of serum remaining normal. It is concluded 
that the pleura is highly permeable in either direction 
to the constituents of the blood. 

The authors state that by normal methods of examina- 
tion they have been able to detect clinically the presence 
of fluid in amounts less than 300 ml. in the pleural and 
600 ml. in the abdominal cavity respectively. They point 
out that diagnostic aspiration is the only way of con- 
firming the presence of such small collections. For the 


early clinical recognition of peritoneal fluid they suggest 
that a fluid transmission thrill is best elicited with the 
patient erect. In their opinion the fluid is then likely 
to collect above the pelvic brim rather than to lie dis- 
persed in the flanks, as when the patient is supine. 
[Since the normal adult pelvis is capable of holding 
about a litre it is difficult to see how by this manceuvre 
these small amounts could be detected except on rectal 
examination. ] I. McD. G. Stewart 


1849. Cough Fracture of Ribs 
R. C. CouHen. British Medical Journal [Brit. med. J.] 
1, 133-135, Jan. 22, 1949. 3 figs., 4 refs. 


Seven cases of cough fracture of the ribs personally 
observed by the author are described. The literature is 
quoted; there is apparently a high incidence in tuber- 
culous subjects. The most reasonable explanation of the 
fracture would appear to be the violent and abnormal 
action, probably associated with asymmetrical posture 
and consequent uneven action of the ribs, occurring 
during the violent expiratory effort of a cough or a sneeze. 

Geoffrey McComas 


1850. Cough Fracture in Late Pregnancy 

J. W. PAuLLEY, D. H. Lees, and A. C. PEARSON. British 
Medical Journal (Brit. med. J.] 1, 135-137, Jan. 22, 1949. 
2 figs., 17 refs. 


Six reports of cough fracture late in pregnancy are 
contained in the literature and a further four cases are 


_reported by the authors. All cases have the following 


features in common: (1) they occur late in pregnancy; 
(2) they tend to be left-sided; (3) lower ribs are chiefly 
involved; (4) multiple fractures are the exception. It is 
suggested that the condition is often overlooked, and the 
importance of early diagnosis with adequate strapping of 
the chest is stressed. Geoffrey McComas 


1851. Antihistaminic Drugs in the Therapy of the Com- 
mon Cold 

J. M. Brewster. United States Naval Medical Bulletin 
[Nav. med. Bull. Wash.] 49, 1-11, Jan.—Feb., 1949. 
2 figs., 21 refs. 


A series of 572 patients with common colds were 
observed, of whom all but 77, used as controls, were 
given antihistamine drugs. The diagnosis of common 
cold was accepted when clinical evidence of other illness 
was absent. The antihistamine drugs used were 
‘“thenylene’’, neoantergan”, 
“histadyl’’, and “ benadryl’’. Amphetamine was 
employed to combat their sedative effect; neoantergan 
caused little or no drowsiness and it could thus be given 
to ambulant patients. It is claimed that if this treatment 
is begun within an hour of the onset of the common cold 
90% are cured [although the time taken to effect this 
cure is not stated]; the percentage of cures then becomes 
inversely proportional to the period from the onset to 
the institution of treatment. From this it would appear 
that the initial phase of the common cold is an allergic 
reaction, and amenable to early treatment with anti- 
histamine drugs. Harold Jarvis 
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STOMACH 


1852. Gastroscopic Appearances Following Vagotomy. 
With Significance of Observations in Relation to Gastric 
Innervation 

M. PAULSON and E. S. GLADSDEN. Journal of the 
American Medical Association [J. Amer. med. Ass.] 139, 
151-152, Jan. 15, 1949. 4 figs., 6 refs. 


The gastric appearances after vagotomy are described 
in 24 cases. With simple vagotomy there were gastric 
dilatation and atony, peristaltic inactivity, and patulous- 
ness of the pylorus, but no mucosal changes. After 
vagotomy and gastro-enterostomy, similar changes were 
observed, including patulousness of the stomal opening, 
but the mucosa was erythematous and occasionally 
oedematous. In cases in which vagotomy with subtotal 
gastrectomy had been carried out, pronounced and 
persistent mucosal changes similar to those found after 
gastrectomy without vagotomy were seen. The stoma 
was patulous and inactive, and, as in other cases after 
vagotomy, tone tended to return after a year. These 
findings indicate that loss of gastric tone and peristalsis 
are the cause of post-vagotomy gastric retention rather 
than pylorospasm. This conflicts with the accepted 
theory of reciprocal autonomic innervation of stomach 
and pylorus. I. Ansell 


1853. Gastric Mucus and the Genesis of Ulcer. I. (Mag- 
enschleim und Ulcusgenese. (I. Mitteilung)) 

A. NEUMAYR and J. SCHMID. Gastroenterologia [Gastro- 
enterologia, Basel| 74, 121-133, 1948-49. 23 refs. 


In order to study the adsorptive properties of gastric 
mucus the authors investigated the proportions of hista- 
mine in gastric juice and gastric mucus, and the effects 
thereon of three drugs: “ antistin’’, larostidin ’’, and 
“robuden ”’ (robuden is an extract of the stomach and 
small intestine of freshly slaughtered animals for which 
some success has been claimed in the treatment of peptic 
ulcer). The maximal histamine adsorption of gastric 
mucus was also determined. The estimation of H 
substances was carried out with the diazo reaction and 
a Pulfrich photometer. The gastric contents of over a 
hundred patients were investigated [no exact data are 
supplied]. As a rule the mucus of individuals not 
suffering from gastric disease contained more H sub- 
Stances than did an equal quantity of gastric juice. 
This was never the case with patients suffering from 
untreated peptic ulcer. Further, the mucus of ulcer 
patients was not able to take up nearly as much added 
histamine as did normal mucus. In 7 cases all the three 
drugs mentioned above were added in vitro and in every 
instance produced an increase in H substances in the 
mucus, apart from one case of cholecystitis in which 
robuden and larostidin caused a slight fall. 


Disorders 


Each drug was given to one patient and estimations 
were performed before and after its administration. In 
all three instances there was a considerable increase in 
adsorptive capacity of mucus. Similar results were 
obtained when fresh meat was added. Pepsin is also 
reputed to be adsorbed by mucus. With an acid mucus 
there is minimal adsorption, whereas alkaline mucus 
may bind and inactivate considerable quantities of the 
ferment. The authors believe that the undisturbed 
adaptation of the mucus to pepsin production is a potent 
factor in the prevention of the development of peptic 
ulceration. They investigated the effect of histamine on 
the peptic activity of gastric juice by adding 0-5 mg. to 
2 ml. of juice. Pepsin was estimated by a modification 
of the method of Griitzner and Mett. In 4 of the 5 cases 
examined histamine increased the peptic activity, and the 
addition of the three drugs annulled this effect, apart 
from one instance in which the addition of antistin pro- 
duced a rise in peptic activity. In the fifth case peptic 
activity was depressed after the addition of histamine 
and increased after all of the three drugs. As robuden 
and histamine together depressed peptic activity below 
the original level, it is suggested that this drug at least 
had a direct effect on pepsin. The addition of serum 
inhibited the effect of the three drugs. The authors 
believe that histamine is normally adsorbed to mucus 
after its production, and that overproduction of histamine 
or abnormality of the mucus leads to hyperacidity, 
hypermotility, and activation of pepsin within the 
stomach, all factors that may contribute to the develop- 
ment of peptic ulceration. 

[The authors do not explain the reason for their choice 
of the three drugs investigated, but appear to assume that 
they are recognized agents for the treatment of peptic 
ulcer. None of the three drugs, however, has an 
established place in the treatment of this disease.] 

R. Schneider 


1854. Gastric Mucus and the Genesis of Ulcer. II. 
(Magenschleim und Ulcusgenese. (II. Mitteilung)) 

F. Riercer and J. ScHmip. Gastroenterologia (Gastro- 
enterologia, Basel] 74, 134-149, 1948-49. 4 figs., 
16 refs. 

Normal gastric mucus has practically no peptic 
activity. With peptic ulceration, however, the peptic 
activity of gastric mucus is considerably increased. This 
increase is, however, less if the patients have been 
treated with robuden”’ or “ antistin’’. 

The authors believe that mucus can adsorb and 
inactivate pepsin. With the object of liberating the 


adsorbed pepsin from the mucus, they added such sub- - 


stances as histamine, alcohol, and nicotine. In all of 
6 patients without ulcer and in 4 with ulcer there was a 
considerable increase in the peptic power of the mucus. 
If antihistamine drugs such as antistin or “ torantil” 
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had previously been added the values did not reach the 
same level. The authors attribute this to inactivation 
of histamine and increased adsorption of pepsin. The 
addition of raw meat, for which success has been claimed 
in the treatment of peptic ulcer, reduced peptic activity 
almost to zero in both types of patient. Fried meat, on 
the other hand, liberates pepsin from the mucus. In- 
creased acidification leads to an increase in peptic power. 
This, again, the authors attribute to interference with the 
adsorption of pepsin. It is not due to a change in the 
colloidal state of the mucus, as no correlation was found 
between a fall in colloidal osmotic pressure and peptic 
activity. Thus, the mucus of patients suffering from 
peptic ulcer showed on the average lower values than did 
normal mucus. Colloidal osmotic pressure was also 
lower in exacerbations than in quiescent periods, and 
was lowered by injection of histamine and pilocarpine. 
These substances also diminished the binding power for 
H substances and pepsin. Vagotomy and atropine both 
increased the binding power of mucus for H substances 
and reduced peptic power to almost zero. 

The authors thus found that all the potentially ulcero- 
genic substances investigated produced identical 
changes. They foresee that this may hold good for all 
such substances, and thereby hope to find a common 
denominator. R. Schneider 


See also Section Radiology, Abstracts 1712-13. 


_ INTESTINES AND LIVER 


1855. Myenteric Plexus in Congenital Megacolon. 
Study of Eleven Cases 

F. R. WuHiTEHOUSE and J. W. KERNOHAN. Archives of 
Internal Medicine {Arch. intern. Med.] 82, 75-111, July, 
1948. 11 figs., 37 refs. 


This is a concentrated study, by means of surgery, 
neurology, and histology, of the part played by the 
autonomic nervous system in the aetiology of megacolon. 
‘The authors present a series of 16 cases—S collected from 
world literature and 11 of their own. In all 16 cases 
there was demonstrable absence of the ganglia of the 
myenteric plexus in the distal segment of the colon. 

[Bodian et al. (Lancet, 1949, 1, 6) have described their 
neurohistological study of a consecutive series of 15 
cases of Hirschsprung’s disease (diagnosed clinically 
and radiologically) and have reported an absence of 
parasympathetic ganglion cells from the intramural 
plexuses of the narrowed length of colon and from a small 
adjoining segment of the dilated colon. They believe that 
the basic factor in megacolon is unopposed sympathetic 
activity accounting for spasm and obstruction in the gut 
in a distal segment. The distal spasmodic colonic 
obstruction leads to secondary dilatation and hyper- 
trophy of the proximal length of bowel. They further 
conclude that the treatment of Hirschsprung’s disease of 
congenital or even familial origin is recto-sigmoidectomy. 
For miscellaneous or idiopathic cases of megacolon 
which are not due to congenital autonomic imbalance 
prolonged conservative treatment is essential.] 

G. F. Walker | 


DISORDERS 


1856. Liver Function in Chronic Alcoholic Patients, 
I. The Incidence of Liver Disease as Indicated by Labora- 
tory Methods and Suggested Screening Procedure 

W. L. VoOEGTLIN, W. R. Broz, and M. H. Moss. Gastro- 


enterology [Gastroenterology] 12, 184-198, Feb., 1949, 
21 refs. 


A series of liver function tests were carried out on 300 
chronic alcoholics drawn from “ the middle and upper 
classes of society’, and on 10 normal controls. 
Abnormal results were most frequently found in the 
total serum bilirubin concentration, urinary urobilinogen 
excretion, and bromsulphalein retention tests. When the 
.patients were grouped in a series of grades of hepatic 
dysfunction based on the total number of abnormal test 
results obtained in each, it was found that the proportion 
of abnormal findings for the above three procedures 
increased arithmetically with the assessed degree of 
hepatic dysfunction. Serum protein measurements and 
the various flocculation and turbidity tests showed no 
deviation from the normal except in the very few cases 
with obvious jaundice and liver damage. On the other 
hand, the results of prothrombin time and alkaline 
phosphatase tests showed little correlation with the 
results of other tests and were abnormal in some of the 
controls and in patients without other evidence of 
hepatic dysfunction. The authors conclude that the 
three tests first mentioned, taken together, provide a 
sensitive index of hepatic dysfunction, although they 
admit that some of these tests gave slightly abnormal 
results in 20% of the controls. They also conclude that, 
in general, the results of liver function tests in chronic 
alcoholics “* from the better classes of society ’’ show a 
different pattern from those in cases of established portal 
cirrhosis. John Naish 


1857. A New Liver Function Test. The Procaine 
Esterase Concentration in Blood. Comparison with the 
Cholesterol and Galactose Tests. (Etude d’un nouveau 
procédé d’exploration fonctionnelle du foie: l’épreuve 
de la procainestérase sanguine [ou novocainestérase]. 
Comparaison avec les épreuves du cholestérol et du 
galactose) 

R. HAZARD, P. Nicaup, A. Lafitte, and G. MAYOLyY. 
Bulletins et Mémoires de la Société Médicale des Hépitaux 
de Paris [Bull. Soc. méd. Hép. Paris] 65, 311-316, 1949. 
2 refs. 


1857a. Prognostic Value of the Procaine Esterase Con- 
centration in Blood in Liver Disease. (Valeur pronostique 
de l’épreuve de la procainestérase sanguine dans les 
affections hépatiques) 

R. HAZARD, P. Nicaup, A. Laritre, and G. MAYOLY. 
Bulletins et Mémoires de la Société Médicale des Hépitaux 
de Paris {Bull. Soc. méd. Hép. Paris] 65, 317-319, 1949. 


These two communications report the application of 
Hazard’s test (described in Bull. Acad. Méd., Paris, 1945, 
129, 585) in 46 cases, and illustrate its value in recording 
the progress of cirrhosis of the liver or in differentiating 
catarrhal from obstructive jaundice. A positive result 
is obtained in cirrhosis of the liver when decompensation 
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has occurred, as indicated by the presence of ascites and 
icterus, and the values rise with improvement but fall as 
jaundice increases. In 3 cases out of 10 only the 
cholesterol and galactose tests indicated an impairment 
of liver function. Of 5 patients with obstructive jaundice 
due to neoplastic disease, 4 had diminished procaine 
esterase values; the cholesterol and galactose tests gave 
less indication of change. Of 10 patients with catarrhal 
jaundice, 9 had normal procaine esterase values, but in 
5 out of 6 the cholesterol, and in 8 out of 10 the galactose, 
figures were altered. Of 4 patients with liver enlargement 
and cardiac disease, 3 had diminished procaine esterase 
values, but in only 1 out of 3 was there an alteration in 
cholesterol level. The test was of less value in cancer of 
the liver, cholecystitis, and cholelithiasis. One case of 
myxoedema is recorded in which a rise in procaine 
esterase from 53 to 100% occurred though the level of 
total cholesterol fell under thyroid therapy. 
E. T. Ruston 


1858. The Morbid Anatomy of Back-pressure Induration 
and Cirrhosis of the Liver. (Zur pathologischen 
Anatomie der Stauungs-induration und der Stauungs- 
cirrhose der Leber) 

W. Fret. Schweizerische Zeitschrift fiir Pathologie und 
Bakteriologie [Schweiz. Z. Path. Bakt.] 12, 212-230, 
1949. 4 figs., bibliography. 


1859. The Blood and Bone Marrow Picture in Paren- 
chymatous Hepatitis, (KaprwHa KpoBH KOCTHOTO 
Mosra renaTuTe) 

P. M. ALPERIN. Apxus [Terap. 
Arkh.] 21, 36-54, Jan.—Feb., 1949. 5 figs., 36 refs. 


See Sections Paediatrics, Abstract 1781; Endocrine 
Disorders, Abstract 1886. 


PANCREAS 


1860. Effect of Ascorbic Acid, Nicotinic Acid, and 
Aneurin on the Pancreas (with Special Reference to 
Diseases of the Liver and Bile Ducts). (Bnusnue acKkop- 
6HHOBOH KHCNOTLI, HHKOTHHOBOHM H BATAMHHA 
B, Ha PyHKUHW 
MpH 3a6oneBaHHH MeyeHH 
MyTeH) 

S. N. ErMAkov. Tepanestuyeckui Apxus [Terap. 
Arkh. 21, 63-69, Jan.—Feb., 1949. 


Serial determinations were made of enzyme activity of 
the duodenal contents before and after the administration 
of ascorbic acid, nicotinic acid, and aneurin to patients 
with various hepatic and biliary diseases. 

In 8 patients given none of these vitamins examination 
over a period of 14 hours showed no significant change 
in the enzyme content of the duodenal juice. In 30 
patients each given 500 mg. of ascorbic acid intra- 
venously, examination over 14 hours showed that the 
injection was followed by a marked rise in the secretion 
of trypsin in 25 cases, of amylase in 27 cases, and of 
lipase in 29 cases. A second group of 30 patients was 
similarly examined after injections of 100 to 150 mg. of 
nicotinic acid; trypsin secretion increased in 17 cases, 
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‘amylase in 18, and lipase in 19. On the other hand, 


injections of 50 to 100 mg. of aneurin caused no significant 
enzyme increase in a third series of 30 patients; none 
showed an increase in trypsin, 4 showed an increase in 
amylase, and 9 an increase in lipase secretion. In 
general, in all three series, of those patients in whom 
there was no increase in enzyme activity one-hal 
showed no change in activity and the others showed a 
decrease. 

[The results are well set out in tables; the results 
could be interpreted with ease if only there was more 
international uniformity over the nomenclature of disease. 
For example, “epithelial hepatitis’? has no distinct 
meaning to a British reader, and the abstracter wonders 
why “ anacidic gastritis ’’ should be included as a biliary 
disease. Incidentally it is of interest to note that one 
patient was a man, 25 years old, with giardiasis of the 
gall-bladder. The results indicate the effect of these 
vitamins only on the resting juice, and not on the response 
to the arrival of chyme. Also, it is a great pity that no 
series of normal control subjects is quoted. Amylase 
was determined by Wohlgemuth’s method, trypsin by 
Gross-Fulda’s, and lipase by Rozkovaya’s modification 
of Bonda’s method. This and other information would 
have been much more valuable if there had been some 
references to the literature; there is none.] 

Jeffrey Boss 


1861. Pain and Hyperamylasemia as Early Signs of 


Carcinoma of the Head of the Pancreas and of the Ampulla 
of Vater 

C. A. Ross and F. W. KLINGE. Gastroenterology 
[Gastroenterology] 12, 204-208, Feb., 1949. 2 figs. 
3 refs. 


This is a valuable analysis of symptomatology in rela- 
tion to the results of serum amylase estimations in 30 
cases of carcinoma of the head of the pancreas and 10 
cases of carcinoma of the ampulla of Vater. In general, 
it was found that dull aching pain was characteristic of 
the former and that the serum amylase level was normal 
in two-thirds of these patients, whereas jaundice without 
pain, a shorter history, and raised serum amylase values 
were constant features in the cases of ampullary 
carcinoma. Elevation of the serum amylase level was 
most noticeable in the early stages of both diseases, this 
observation tallying with the experimental finding that 
ligation of the pancreatic duct in rabbits only produces 
hyperamylasaemia for a maximum period of 4 weeks. 
The greater frequency of hyperamylasaemia found in 
cases of ampullary carcinoma is therefore probably due 
to the earlier stage at which these cases are ysually 
seen. Estimation of the serum amylase level may 
therefore help in the early diagnosis of cases of carcinoma 
in the region of the pancreatic duct. John Naish 


1862. Lipomatous Atrophy of the Pancreas in Bronchi- 
ectasis. (Lipomatése Pankreasatrophie ‘bei Bronchi- 
ektasien) 

L. BurKHARDT. Schweizerische Zeitschrift fiir Patho- 
logie und Bakteriologie [Schweiz. Z. Path. Bakt.] 12, 203, 
210, 1949. 2 figs., 20 refs. 
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Endocrine Disorders 


1863. Precocious Puberty of Intracranial Origin 

C. E. TROLAND and C. A. Brown. Journal of Neuro- 
surgery [J. Neurosurg.] 5, 541-555, Nov., 1948. 6 figs., 
bibliography. 


A most interesting and important description is given 
of a case of precocious puberty associated with the 
finding in the pituitary region of a tumour which proved 
to be an ectopic pinealoma. Of the 13 described in the 
literature, this is the only case of precocious puberty 
associated with an ectopic pinealoma. A clear exposi- 


tion is given of the part the pineal gland is thought to’ 


play in endocrine dysfunctions. The authors’ tentative 
conclusion is that precocious puberty is essentially due 
to a dysfunction of the tuber cinereum which gives rise 
to the syndrome either by compression, destruction, or 
stimulation. G. F. Rowbotham 


See also Section Locomotor Disorders, Abstract 1958. 


THYROID 


1864. The Response of the Thyroid Gland in Normal 
Human Subjects to the Administration of Thyrotropin, as 
Shown by Studies with I?** 

M. M. STANLEY and E. B. Astwoop. Endocrinology 
[Endocrinology] 44, 49-60, Jan., 1949. 5 figs., 6 refs. 


Radio-iodine given by mouth is concentrated in the 
thyroid, and Geiger counts at the site of the gland increase 
as a straight line when plotted against the square root 
of time. The slope of the line (accumulation gradient) 
is established 2 hours after administration of the iodine 
and is constant for at least 8 hours: the radio-iodine has 
all been accumulated by the 24th hour, when a second 
dose may be given. The gradient varied widely in the 
same individual tested at intervals during several months, 
but was almost constant in each of 4 individuals tested 
thrice on successive or alternate days. 

A single injection of thyrotrophin (about 225 to 450 
Waleszek—Koch chick units) in normal persons increased 
the gradient. 
after the injection and only started after a latent period 
of6to8hours. The increase was much greater in persons 
whose thyroid function was suppressed by thyroid 
medication. Pre-injection levels of accumulation were 
regained after 4 to 5 days. 

When organic binding of iodine was prevented by 
8-hourly injections of mercaptoimidazole, the radio- 
iodine reached equilibrium with inorganic iodide within 
1 to 3 hours, and its concentration in the thyroid subse- 
quently fell as, 11 was excreted and replaced by I'*’. 
Radioactivity was no longer detectable about 24 hours 
after the administration. The ratio of radioactivity in 
the thyroid to that in the blood remained constant 
throughout. When thyrotrophin was injected in such 


The effect was greatest during the day — 


circumstances the decline in radioactivity was 
delayed. (The persisting concentration of radio-iodine 
in the thyroid was almost completely discharged by a dose 
of sodium thiocyanate, which confirms the supposition 
that it was present as inorganic iodide.) The ratio of 
radioactivity in the thyroid to that in the blood increased 
about six-fold. The timing of the increase and its 
duration were the same as for the enhancement of the 
accumulation gradient in the preceding experiment. 

The long latent period and duration of action of a 
single intramuscular or intravenous injection of thyro- 
trophin suggests that the hormone initiates a sequence of 
events which continues to its conclusion without its 
further presence. The similarity of the timing of the 
effects on organic binding of iodine and on the capacity 
to concentrate inorganic iodide suggests that the two 
actions are independent; certainly the second continues 
when the first is inhibited. Presumably both are effects 
of generalized stimulation of thyroid cells. 

Clinically such a thyrotrophin test may be useful in 
assessing the functional capacity of the thyroid gland in 
abnormal states. Peter C. Williams 


1865. Cytological and Cytochemical Bases of Thyroid 
Function. 

E. De Ropertis. Annals of the New York Academy of 
Sciences [Ann. N.Y. Acad. Sci.] 50, 317-335, 1949. 
9 figs., 56 refs. 


The author studied the cytology of the thyroid gland 


after fixation by a “ freezing-drying’’ technique. By - 


this method it can be shown that the colloid in the 
follicles is homogeneous, the vacuolation apparent with 
other methods of fixation being due to artefacts. Colloid 


droplets are also visible in the apical zones of the folli- 


cular epithelium. Fifteen minutes after injection of 
thyrotrophic hormone into rats or guinea-pigs there is 
an increase in the number of intracellular colloid droplets, 
which are actively secreted towards and into the follicles. 
At a later stage there is re-absorption of colloid with 
movement of droplets towards the base of the cells. 
The number of intracellular colloid droplets can be used 
as a very sensitive quantitative index of thyrotrophic 
hormone, the detection of 0-0002 Junkmann-Schoeller 
unit being thus made possible. 

By microdissection, it is possible to demonstrate the 
presence of proteolytic activity in the colloid. This is 
increased after administration of thyrotrophic hormone 
or in Graves’s disease but is decreased by administration 
of iodides. It is suggested that the proteolytic activity 


controls the rate of release of hormone from the gland, 
the large thyroglobulin molecules being hydrolysed into 
smaller molecules, which can pass through the cell 
membranes. It is also suggested from the results of in 
vitro experiments that iodine may act by inactivating the 
454 
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proteolytic enzymes. [Astwood, Ann. N.Y. Acad. Sci., 
1949, 50, 425, considers this unlikely.) 

Measurement of oxidation-reduction potentials of 
thyroid cells and colloid in the rat by supravital staining 
with various indicators showed that the cells have a 
potential of +0-110 to +0-047 volt, and the colloid 
—0-:167 to —0-252 volt. After activation by injection 
of thyrotrophic hormone, the potential of the colloid 
rises to that of the cells. Thiourea and potassium 
cyanide (but not sulphonamides) lower the potential of 
the cells and also inhibit the peroxidase activity normally 
present in thyroid cells. It is believed that this inhibition 
of peroxidase activity prevents the oxidation of iodide 
into free iodine. _ G. Ansell 


1866. Studies on the Metabolism of Thyroxine in the 
Body 

C. P. LeEBLOND. Annals of the New York Academy of 
Sciences [Ann. N.Y. Acad. Sci.] 50, 444-449, 1949. 
20 refs. 


Using thyroxine labelled with radioactive iodine, the 
author studied the metabolism of physiological (5 jg.) 
and large (several mg.) doses injected intravenously into 
rats. 

After 2 hours, with both small and large doses, very 
little radioactivity (2%) remained in the plasma. With 
large doses the liver took up 10 to 40% but with physio- 
logical doses only 4% was taken up. With physio- 
logical doses. 7-0°% of the total radioactivity was in the 
muscles and 5-1°% in the skin; there was no evidence of 
specific concentration by the endocrine glands. Iodine 
in the kidney and urine was found to be in the form of 
iodide. Large amounts of radioactive substance were 
found in the stomach contents, mainly in the non- 
thyroxine fraction. Thyroxine as such appears to be 
actively secreted into the isolated duodenum and is 
probably re-absorbed lower down in the intestine. 
Approximately one-third of the dose was excreted in the 
urine in 24 hours and two-thirds in the faeces. 

G. Ansell 


1867. An Epidemic Wave of Thyrotoxicosis in Denmark 
during World War II 

K. IveRSEN. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 217, 121-129, Feb., 1949. 4 figs., 
6 refs. 


The author describes and discusses the notable rise in 
the incidence of thyrotoxicosis which occurred all over 
Denmark during the years 1941-5 under the German 
occupation. Figures are available only for patients 
admitted to hospital. For all Denmark there was a 
gradual rise in the number of cases from 1931, with 600 
cases, to 1940, with 1,400 cases. During the next 3 years 
there was a steep rise to a peak figure of 4,800 in 1943. 
The rise was uniformly spread over all counties of the 
country and started in all of them at the same time. In 
Copenhagen the disease occurred in 0-19% of the popula- 
tion in 1938 and in 0-84% in 1943. Severe cases con- 
Stituted the majority and showed nearly an eightfold 
increase. Those over 45 years were more affected than 
those below that age. No adequate cause for this 


increase has been found. Improved diagnosis could 
have had only a slight effect, and that a dietary factor 
was implicated is improbable. The unusually cold 
winters may have been a contributory cause. Increased 
mental stress may also have been a factor, but this is un- 
likely in view of the facts that there was a decrease in the 
incidence of thyrotoxicosis in Holland and Belgium in the 
same period and that no rise was noted in Great Britain. 
{Further investigation of this epidemic ”’ would be 
of great interest.] C. L. Cope 


1868. The Biochemistry of the Thyrotropic Hormone | 
A. ALBERT. Annals of the New York Academy of 
Sciences [Ann. N.Y. Acad. Sci.| 50, 466-490, 1949. 
Bibliography. 


A critical review is given of the literature on methods 
of bioassay of thyroid-stimulating hormone (T.S.H.), its 
distribution in the body fluids, and methods of purifica- 
tion. A simple method is described for purifying com- 
mercial T.S.H. (“ antuitrin T”’), trichloroacetic acid 
being used to precipitate the excess protein. With this 
method, an activity of 40 Junkmann-Schoeller units 


‘per mg. could be obtained, and gonadotrophic activity 


present in the original is eliminated. 

When unpurified antuitrin T was used, it was shown 
that oxidizing agents such as potassium permanganate 
and free iodine inactivated the thyrotrophic hormone. 
Potassium permanganate also inhibited the gonado- 
trophic effect but free iodine did not significantly affect 
this. The inactive iodinated material could be reacti- 
vated by reducing free iodine with various reducing re- 
agents including thiouracil derivatives, KSCN, Na,S.O3, 
2-aminothiazole, cysteine, glutathione, ascorbic acid, and 
thiobarbital. The reactivation was related to reducing 
power but not necessarily to goitrogenic ability. A 
further experiment showed that most of these substances 
when added to active antuitrin T produced augmentation 
of the T.S.H. even after subsequent removal of the 
reducing reagent by dialysis. This augmentation effect 
was related to goitrogenic activity. Cysteine produced 
no augmentation effect, while glutathione and ascorbic 
acid actually caused a decrease of T.S.H. potency. It 
will not be possible to decide whether these effects are 
due to action on the T.S.H., or whether some inhibiting 
agent present in antuitrin T was destroyed, until 4 pure 
thyrotrophic hormone is available. G. Ansell 


1869. Thiocyanate Goiter with Myxedema. Report of 
Two Cases 

C. E. RicHarps, R. J. BRocKHURST, and T. H. COLEMAN. 
Journal of Clinical Endocrinology [J. clin. Endocrinol.) 9, 
446-450, May, 1949. 11 refs. 


1870. Thyrotoxicosis with Ophthalmoplegia, Myopathy, 
Wolff—Parkinson—White Syndrome, and Pericardial 
Friction 
J. A. Stronc. Lancet [Lancet] 1, 959-961, June 4, 
1949. 2 figs., 19 refs. 


1871. Substernal Goiter and Pulmonary Emphysema 
E. Puiurps and S. A. Levine. California Medicine 
[Calif. Med.| 70, 394-397, May, 1949. 9 refs. 
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SUPRARENALS 


1872. Route of Administration and Activity of Adrenal 
Cortical Extract. (Vias de ministracdo e actividade dos 
extratos de suprarenal) 

M. I. MeLLo. O Hospital (Hospital, Rio de J.) 35, 205- 
209, Feb., 1949. 1 fig., 9 refs. 


There have been different opinions, based on experi- 
mental work, as to the relative efficiency of suprarenal 
extract when injected or given by mouth. The methods 
of estimating the effect of the extract have differed, with 
resulting confusion. The present author used the same 
extract by different routes and under the same conditions. 
The material was prepared by making a mixture of fresh 
gland extracted with acetic acid and of activated animal 
charcoal which had absorbed some of the extract. It 
was then given, either by injection or by stomach tube, 
to rats which had been subjected to adrenalectomy, and 
its effects were estimated by: (1) glycogen deposition 
in the liver; (2) resistance to cold; (3) weight of the 
remaining suprarenal after unilateral adrenalectomy; 
and (4) period of survival and gain in weight. It was 
found that when the fresh extract was combined in the 
charcoal and given by mouth it was as effective as when 
given by injection. The author considers that this 
enhanced action is due to the fact that the preparation is 
more stable and is slowly liberated in the gastro-intestinal 
tract. Paul B. Woolley 


1873. The Development of Diabetes Mellitus in Addison’s 
Disease. Case Report with Autopsy 

A. I. KNowLTon and R. A. KritzLer. Journal of 
Clinical Endocrinology {J. clin. Endocrinol.] 9, 36-47, 
Jan., 1949. 6 figs., 26 refs. 


The authors found reporis in the literature of 22 cases 
in which diabetes mellitus and Addison’s disease co- 
existed, the diabetes developing after the Addison’s 
disease in 3 of these only. The case which they describe 
thus constitutes the fourth to be reported. 

The patient probably developed Addison’s disease at 
the age of 16, the diagnosis being established and treat- 
ment begun 5 years later. Diabetes mellitus became 
manifest 24 years after the diagnosis of Addison’s disease 
had been made, this resting on the presence of asthenia, 
pigmentation, hypotension, and the usual biochemical 
disturbances, and on her response to specific therapy. 
This last consisted at first of an increased salt intake 
only, desoxycorticosterone acetate being given later. 
The diagnosis of diabetes rested on the presence of 
glycosuria and a blood sugar level of 308 mg. per 100 ml., 
previous estimations having given normal results. An 
intravenous glucose tolerance curve was found to be 
diabetic in type. 

Owing to her increased sensitivity to insulin the patient 
required only 4 to 8 units of standard insulin daily for the 
control of the glycosuria. She remained relatively well 
until 2 years after developing diabetes, when she was 
admitted to hospital with an upper respiratory infection, 
diabetic ketosis, and acute adrenal cortical insufficiency. 
The diabetes was easily controlled with 9 units of insulin, 


ENDOCRINE DISORDERS 


but with the treatment of the adrenal cortical insufficiency 

. with desoxycorticosterone, aqueous whole adrenal extract, 
and intravenous blood, plasma, and saline, the ketosis 
again made its appearance and required the increased 
daily dose of 26 units of standard insulin for its control, 
The patient died from generalized and pulmonary oedema, 
with a raised venous pressure and disturbance in cardiac 
conduction. At necropsy both suprarenals were found to 
be atrophied and sections of the pancreas showed focal 
infiltration with lymphocytes, sparseness and shrinkage of 
the islets, and absence of alpha, beta, and delta granules, 
There was no hydropic degeneration, fibrosis, or hyaliniza- 
tion of the islet tissue. The development of diabetes 
mellitus following Addison’s disease is considered by the 
authors to be a “ physiologic paradox’’. The mech- 
anism of the increased sensitivity to insulin remains in 
their view somewhat obscure. 

[The physiologic paradox is more apparent than 
real. Cases such as this support the view that some cases 
of diabetes are due to insulin lack and others to inter- 
ference with insulin action; adrenal cortical insufficiency 
would not abolish the need for insulin, but would merely 
reduce the requirement of it. With the development of 
insulin lack, the patient shows the picture of diabetes 
mellitus; in association with adrenal cortical insufficiency 
there is, however, increased sensitivity to insulin and a 
reduced insulin requirement.] I. Grayce 


1874. Intestinal Absorption of Fat in the Diarrhoea of 
Addison’s Disease. (La absorcidén intestinal de las 
grasas en las diarreas de la enfermedad de Addison) 

C. JIMENEZ Diaz, C. MARINA, and J. M. RoMeEo. Revista 
Clinica Espaiola [Rev. clin. esp.] 31, 90-92, Oct. 31, 
1948. 12 refs. 


In this investigation 7 cases of Addison’s disease were 
studied. The faecal output of fat was determined on 
six occasions and found to be within normal limits. The 
caloric loss in the faeces was determined on nine occasions 
and also found to be normal. The authors conclude that 
fat absorption is normal in Addison’s disease and that 
the diarrhoea in this condition is not due to non- 
absorption. 

[In the absence of any data on fat intake, and without 
a more detailed study of distribution of absorbed material, 
it is impossible to assess fat absorption satisfactorily. 
Non-absorption of water and possibly of electrolytes 
presumably plays some part, either primary or second- 
ary, in the diarrhoea of Addison’s disease.] 

A. C. Frazer 


1875. An Effect of Ill Health-on the Excretion of 17- 
Ketosteroids 

W. F. Perry. Canadian Journal of Research (Canad. J. 
Res.] Sect. E, 27, 14-19, Feb., 1949. 14 refs. 


_ This study was carried out on 29 “ ill ’” adults (18 males, 
11 females) suffering from various conditions and 31 
adult controls (16 males, 15 females) not obviously ill. 
The 17-ketosteroid excretion of these subjects was 
measured during the first 4 hours after waking and during 
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the next 20 hours; it was found that the mean proportion 
between ketosteroids excreted in the morning and those 
produced during the remainder of the day was smaller 
in the ill patients than in the controls. The effect was 
more pronounced in males than in females, though the 
differences were statistically significant in both sexes. 
It is concluded that the normal release of cortical ““ N ” 
hormone on resuming the stresses of waking activity is in 
abeyance in the chronically ill, who are considered to be 
in the resistant phase of the “* adaptation syndrome ” of 
Selye. 

iit seems a pity that the control and the ill males 
should have been so poorly matched as regards age, the 
means being 35 (range 20 to 64) and 63 (range 24 to 85) 
years respectively. No details of the ages of the females 
are given.] G.I. M. Swyer 


1876. Diagnostic Significance and Laboratory Methods 
in Determination of the 17-Ketosteroids 

R. L. LANDAU. American Journal of Clinical Pathology 
[Amer. J. clin. Path.) 19, 424-434, May, 1949. 2 figs., 
bibliography. 


1877. Noradrenaline in Tumours of the Adrenal Medulla 
P. Hotton. Journal of Physiology [J. Physiol.| 108, 
525-529, June 15, 1949. 4 figs., 7 refs. 


See also Section Pathology, Abstract 1730. 
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1878. Hypercalcemic Syndrome Associated with Andro- 
genic and Estrogenic Therapy 

J. B. HERRMANN, E. KIRSTEN, and J. S. KRAKAUER. 
Journal of Clinical Endocrinology {J. clin. Endocrinol.} 
9, 1-12, Jan., 1949. 5 figs., 15 refs. 


Osteolytic metastases from mammary carcinoma may 
cause hypercalcaemia. It is suggested that this tendency 
may be increased by administration of steroid hormones 
in treatment of the primary growth. Four cases are 
described; in 3 of which hypercalcaemia apparently 
developed in response to testosterone propionate 
administration and in one to diethylstilboestrol 
administration. 

In the first case a 38-year-old woman was seen 54 years 
after right radical mastectomy. Three years after the 
operation surgical castration had been performed, with 
irradiation of metastases. The serum calcium level was 
13-5 mg. per 100 ml. After 700 mg. of testosterone 
propionate had been given in 12 days, the serum calcium 
level rose to 18-1 mg. and azotaemia developed. Severe 
vomiting occurred, but ceased after withdrawal of 
therapy, when the chemical findings in the blood returned 
towards normal. On renewal of testosterone therapy a 
month later symptoms recurred after 4 days and the 
patient became comatose and died. The serum calcium 
level did not rise. 

In the second case a 48-year-old woman, with skeletal 
pain due to metastases 24 years after left radical mastec- 
tomy for carcinoma, was given 150 mg. of testosterone 
propionate daily for 6 days and 100 mg. for the next 


3 days. The serum calcium level rose to 13-6 mg. per 
100 ml. and therapy was stopped. Two days later the 
serum calcium level was 14-6 mg., after which it returned 
to normal limits. There were no symptoms. Ten days 
later therapy began again, with 50 mg. every other day 
for 3 weeks. -The serum calcium level rose to 16-1 mg. 
per 100 ml. and nausea and vomiting occurred. Three 
weeks later 350 mg. of hormone was given during 12 days. 
The serum calcium level rose quickly to 17-2 mg. per 
100 ml., azotaemia developed, and the patient died. 

In the third case, a 40-year-old woman with reticulum- 
cell sarcoma had been given 1,115 mg. of testosterone 
propionate during one month, and the serum calcium 
level rose to a maximum of 20-1 mg. per 100 ml. and the 
patient died from renal failure and uraemia. 

In the fourth case, a 58-year-old woman seen 5 years 
after right radical mastectomy had multiple osteolytic 
metastases. She was given 2 mg. of diethylstilboestrol 
intramuscularly three times daily, increased later to 5 mg. 
three times a day. Treatment was stopped because of 
listlessness and depression. The serum calcium level 
rose to 19-9 mg. per 100 ml. and signs of renal in- 
sufficiency appeared. Two weeks later a total of 66 mg. 
of stilboestrol was given in 12 days. The serum calcium 
rose to 24:5 mg. per 100 ml. and uraemia and death 
followed. 

The authors recommend the administration of 250 ml. 
of 2°5°% sodium citrate at 4-hourly intervals, in order to 
convert ionized calcium into the weakly ionized calcium 
citrate. They advise the avoidance of hormone treat- 
ment when renal damage is present or the patient is 
bedridden. 

(Whether steroid hormones can be regarded as a 
*“cause”’ of hypercalcaemia is not clear, but these 
substances do appear to provoke hypercalcaemic and 
uraemic episodes of a type which frequently occurs 
spontaneously. The uniformly lethal outcome of the 
cases presented makes assessment of the therapeutic 
use of sodium citrate difficult.] G. C. Kennedy 


1879. Cholinergic and Adrenergic Components in the 
Neurohumoral Control of the Release of LH in the Rabbit 
C. H. Sawyer, J. E. MARKEE, and B. F. TOWNSEND. 
Endocrinology {Endocrinology| 44, 18-37, Jan., 1949. 
20 figs., 53 refs. 


The ovulation that follgws copulation in rabbits may 
be inhibited by atropine administration. To be effective 
the dose has to be large (30 mg. per kg.) and must be 
given intravenously and quickly: ovulation was pre- 
vented in 18 out of 30 rabbits when the injection was 
completed within one minute of the end of copulation, 
but this proportion was reduced to 1 out of 12 when the 
injection was given after a delay of 3 to 5 minutes. This 
dose is seldom fatal but always produces muscular 
activity and difficulty in breathing. Heat wasinterrupted . 
and not resumed for 1 to 12 days. 

The same dose of “ dibenamine ”’ (an agent blocking 
adrenergic transmission) also prevents ovulation (see 
Endocrinology, 1947, 41, 395). With both drugs an 
action on the pupils is observed at the same interval after 
injection, so presumably both reach the hypothalamus 
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at the same time. Dibenamine, however, always inhibits 
ovulation in a higher proportion of rabbits than does 
atropine given at the same time, and the proportion in 
both cases is increased as the interval between copulation 
and injection is lessened. The authors therefore believe 
that the adrenergic component precedes the cholinergic 
component in the passage of the copulatory stimulus to 
the adenohypophysis. 

The inhibition of release of luteinizing hormone is not 
complete, for many of the rabbits in which ovulation was 
prevented showed degrees of follicular maturation 
(terminal expansion, formation of secondary follicular 
fluid, corona radiata, and polar bodies) which normally 
occur only after mating or gonadotrophin injection; 
abnormal atresia of large follicles also occurred in which 
ovum degeneration preceded that of the granulosa cells. 
In rabbits that ovulated in spite of drug injections 
luteinization was normal, and if the drugs were given too 
late to prevent ovulation luteotrophin secretion was not 
interfered with—even daily injections of atropine did 
not do this. 

Three possible pathways for the passage of the stimulus 
from the hypothalamus to the adenohypophysis are 
discussed. The authors favour the idea that the hypo- 
physial portal vessels are the final link in the activation 
chain. 

[The results are suggestive rather than conclusive and 
the assumption that dibenamine inhibits ovulation by 
virtue of its adrenolytic action has been criticized by 
Nickerson (Endocrinology, 1949, 44, 287).] 

Peter C. Williams 


1880. The Transport of Progesterone in Blood . 
C. W. Hooker and T. R. Forses. Endocrinology 
[Endocrinology] 44, 61-66, Jan., 1949. 15 refs. 


Dilutions and extracts of blood were tested by a 
method capable of detecting a concentration of 0-33 yg. 
of progesterone per ml. (Hooker and Forbes, Endo- 
crinology, 1947, 41, 158). Blood samples from pseudo- 
pregnant rabbits, pregnant mice, a pregnant woman, and 
a monkey in the luteal phase of the menstrual cycle were 
all active and were of an activity equivalent to about 
5 pg. of progesterone per ml. The active agent was 
contained in the plasma and was extractable by ether; 
further activity was released from the inactive residue 
after ether extraction by hydrolysis. The amount of 
conjugated or protein-bound progesterone was about 
10% of that in the free form. Peter C. Williams 


1881. Observations on the Effects of Prepartal and Post- 
partal Estrogen and Progesterone Treatment on Lactation 
in the Rat 

S. M. WALKER and J. I. MatrHews. Endocrinology 
[Endocrinology] 44, 8-17, Jan., 1949. 6 figs., 20 refs. 


Lactation in rats spayed at parturition was not 
decreased by daily injections of oestrone or stilboestrol 
dipropionate unless the doses were high enough to make 
the mothers lose weight. In intact rats, however, lacta- 


tion was diminished after 10 to 12 days of treatment with 
low or moderate doses (5 to 100 ug. of oestrone daily) 
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whether the injections were started before delivery or 
after lactation had begun. Progesterone in doses higher 
than those postponing parturition did not affect lactation 
in spayed or intact rats, but when given in conjunction 
with small doses of oestrogen it inhibited the lactation of 
spayed rats very much as oestrogen alone inhibited the 
lactation of intact rats. The mammary glands of the 
rats with inhibited lactation showed much alveolar 
proliferation, which probably accounts for the decreased 
milk production. The proliferation is caused by com- 
bined -action of excess of exogenous oestrogen and 
endogenous or exogenous progesterone. 
Peter C. Williams 


1882. Effects of Testosterone Propionate upon Sexual 
Libido and the Production of Semen and Sperm in the 
Rabbit 

P. CHENG and L. E. Casipa. Endocrinology [Endo- 
crinology] 44, 38-48, Jan., 1949. 24 refs. 


Male rabbits were injected daily with 0-5 to 20 mg. of 
testosterone propionate. Their libido was increased as 
measured by the time taken to achieve ejaculation and 
the number of successive ejaculations achieved in 
matings repeated hourly. The effects were roughly 
proportional to the dose of androgen except that there 
was some reduction with the highest dose. The amount 
of glairy substance per ejaculate was increased but there 
was little or no effect on the volume of the fluid part of 
the semen. The total production and concentration of 
sperm was not consistently altered. 

[Seasonal and training factors make clear-cut results 
difficult to obtain; perhaps, too, most rabbits show 
maximum potency and androgen effects may only be 
appreciable in deficient animals.] Peter C. Williams 


1883. Diagnostic Significance of Urinary Hormonal 
Assays: Report of Experience with Measurements of 
17-Ketosteroids and Follicle Stimulating Hormone in the 
Urine 

R. F. Escamitia. Annals of Internal Medicine [Ann. 
intern. Med.] 30, 249-290, Feb., 1949. Bibliography. 


In this paper from the University of California Medical 
School, San Francisco, the author surveys the various 
types of hormonal assay, and presents the results of a 
study of the daily urinary excretion of 17-ketosteroids 
and follicle stimulating hormone (FSH) in a number of 
endocrine and other disorders, comparing them with those 
of other authors. The 17-ketosteroids, which may be 
estimated chemically, have recently been subdivided into 
ketonic and non-ketonic fractions, of which the former 
has been further separated, by the action of digitonin, 
into alpha and beta fractions. Reference is also made 
to a new method of fractionation of these substances by 
means of partition chromatography, and an extensive 
bibliography cites the relevant papers on the matter. It 
is suggested that further fractionation will enhance the 
diagnostic importance of the 17-ketosteroids, as certain 
of the compounds seem only to be present in particular 
clinical states. 

High levels of excretion of the 17-ketosteroids were 


an 
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found in carcinoma or hyperplasia of the adrenal cortex, 
the excretion of the beta fraction being particularly 
increased in patients with carcinoma. Diminished 
excretion of the 17-ketosteroids was found in hypo- 
physial infantilism, Simmonds’s disease, anorexia 
nervosa, and Addison’s disease. Daily variations in 
17-ketosteroid excretion in normal subjects make the 
finding of slightly high or slightly low values in a number 
of conditions of limited clinical value. FSH excretion 
was measured by bioassay and was found to be con- 
sistently high in ovarian aplasia (when the patient was 
not receiving oestrogen therapy) and occasionally at the 
male and female climacteric. A low level of FSH excre- 
tion was found in hypophysial infantilism, anorexia 
nervosa, and Simmonds’s disease. A long list is given 
of disorders in which 17-ketosteroid and FSH excretion 
was normal. G. S. Crockett 


1884. A Qualitative Study of Urinary 17-Ketosteroids in 
Normal Males and in Men with Prostatic Disease 

A. M. Rosinson and F. GouLpEN. British Journal of 
Cancer (Brit. J. Cancer] 3, 62-71, March, 1949. 3 figs., 
12 refs. 


1885. Adrenal Cortical Carcinoma in a Male with Excess 
Gonadotropin in the Urine 

W. L. CHAMBERS. Journal of Clinical Endocrinology 
[J. clin. Endocrinol.] 9, 451-456, May, 1949. 2 figs., 
14 refs. 


PITUITARY 


1886. Renal Excretion of Water and Antidiuretic Sub- 
stances in Patients with Hepatic Cirrhosis and Rats with 
Dietary Liver Injury 

C. A. HALL, B. Frame, and V.A. Dritt. Endocrinology 
[Endocrinology] 44, 76-82, Jan., 1949. 2 figs., 7 refs. 


Extracts of the urine of 7 patients with hepatic cirrhosis 
and ascites had an antidiuretic activity approximately 
equivalent to that of 5 milliunits of pituitrin per 24-hour 
sample. Similar extracts from normal persons had no 
antidiuretic activity. Experimental studies in rats shed 


‘no light on this phenomenon. Antidiuretic activity was 


found in the urine of normal rats and was not increased 
when fatty liver with fibrosis was produced by feeding 
the rats on a diet containing 51% of fat. 

Peter C. Williams 


1887. Renal Excretion and Tubular Reabsorption of Salt 
in Cushing’s Syndrome After Intravenous Administration 
of Hypertonic Sodium Chloride 

J. P. Kriss and P. H. Futcuer. Journal of Clinical 
Endocrinology [J. clin. Endocrinol.] 9, 13-28, Jan., 1949. 
3 figs., 22 refs. 


Salt excretion may be regulated by the kidneys by 
changes either in glomerular filtration or in tubular 
re-absorption, and it seems likely that deficiency of adrenal 
hormones results in diminution of the latter function. 


However, increased absorption has not been demonstrated : 


in adrenal hyperfunction, at least of the Cushing syndrome 
type. Soffer et al. have shown that, paradoxically, in 
patients with Cushing’s syndrome salt excretion is 
excessive after the administration of desoxycorticosterone 
acetate (DOCA) and salt. 

The present authors studied tubular re-absorption of 
salt in 3 patients with Cushing’s syndrome and 3 normal 
controls. Most subjects were kept for at least 3 days 
previously on a diet containing 3 to 5 g. of sodium chloride 
daily. Mannitol and para-aminohippurate (PAH) clear- 
ances were first measured, then 400 ml. of 5% sodium 
chloride in water was injected intravenously in about 
50 minutes. The mannitol and PAH concentrations in 
the hypertonic salt solution were adjusted so as to main- 
tain constant plasma levels of these two substances. 
Renal clearances were measured during the two approxi- 
mately 25-minute periods required for the infusion. 
After the infusion, the mannitol and PAH clearances were 
again determined. 

The 3 patients were women of 35, 20, and 16 years of 
age respectively. None of the control subjects had 
either arterial hypertension or renal disease. 

Before the infusion there was no significant difference 
between the chloride excretion rates of the 6 subjects. 
After the infusion, 2 of the patients with Cushing’s 
syndrome showed a more pronounced and prompt 
sodium and chloride diuresis than did the controls. 
This was accompanied by an increased urine flow, while 
in the other subjects there was no diuresis. In all sub- 
jects glomerular filtration rates were normal. In one of 
the cases of Cushing’s syndrome the renal blood flow 
was abnormally low. There were no consistent changes 
in clearances after saline infusion. 

On the assumption that mannitol is not re-absorbed 
from the tubules, the ratio of mannitol concentrations 
in the urine and plasma represents the proportion of 
re-absorption of water by the tubules. This ratio is 
referred to as mannitol U/P. Similar ratios for other 
substances partially absorbed in the tubules would be 
numerically less than the ratio for mannitol. By dividing 
mannitol U/P by chloride U/P a coefficient is obtained 


which is always greater than unity. The higher the ratio, 


the greater the degree of re-absorption of chloride. The 
value of this coefficient declined in all subjects after the 
infusion of salt, but in 2 of the patients with Cushing’s 
syndrome the fall was considerably more dramatic than 
in the controls. This finding agrees with that of Soffer 
that in certain circumstances patients with Cushing’s 
syndrome have an increased tendency to lose salt. In 
Soffer’s patients the tendency was noted after DOCA 
administration and he attributed it to a paradoxical 
action of this substance. The present authors suggest 
that the effect is due to compounds of 17-hydroxycorti- 
costerone type which, though predominantly “ carbo- 
hydrate-active’’, also have salt-excreting effects. They 
suggest that as a test for the diagnosis of Cushing’s 
syndrome Soffer’s technique is inadequate, for it yielded 
a normal response in one case, and in 2 “* normal ”’ obese 
women the test gave a positive result at the time of 
menstruation and a negative one at other times. 
; G. C. Kennedy 
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Dermatology 


1888. Studies in Percutaneous Absorption of Radio- 
iodine 

O. B. MiLter and W. A. Seve. Journal of Investi- 
gative Dermatology [J. invest. Derm.] 12, 19-29, Jan., 
1949. 3 figs., 10 refs. 


Methods demonstrating absorption of iodine from the 
skin with the use of radio-iodine (I**!, aqueous sodium 
iodide) are described. In human subjects iodine remains 
in the skin for several days, gradually disappearing by 
absorption, evaporation, or other surface loss. Applica- 
tion of radio-iodine to the skin of a pregnant animal 
results in marked concentration of the iodine in the 
thyroid gland and gastric fluid of the foetus; approxi- 
mately 70% of all iodine present in the foetus is recover- 
able from the stomach. James Marshall 


1889. Increase in Length of the Leg in Tropical Ulcer. 
(Beenverlenging bij het ulcus tropicum) 

T. VALDHUYZEM VAN ZANTEN. Nederlandsch Tijdschrift 
voor Geneeskunde (Ned. Tijdschr. Geneesk.] 93, 408-409, 
Feb. 5, 1949. 


It is not generally known that tropical ulcer may*give 
rise to lengthening of the long bones; many textbooks 
of tropical medicine mention destruction, but not 
lengthening of bone. The author has noted a definite 
increase in length of the affected leg in young Indonesian 
children whose tropical ulcer was situated on the lower 
part of the leg or on the ankle and had been present for 
1 to 5 years. F. Bras (Excerpta Medica) 


1890. Cutaneous Manifestations of Congenital Familial 
Acholuric Jaundice. (Contribucién al estudio de los 
sintomas cutaneos de la ictericia hemolitica) 

X. Vitanova, J. P. AGUADE, and F. DE DULANTO. 
Actas Dermo-sifiliograficas [Actas Dermo-sif.] 40, 608- 
624, March, 1949. 4 figs., 38 refs. 


1891. Measurement of Pain Threshold and Superficial 
Hyperalgesia in Diseases of the Skin 

C. N. Poretunas, M. D. Merxner, and J. D. Harpy. 
Journal of Investigative Dermatology [J. invest. Derm.] 
12, 307-316, May, 1949. 2 figs., 13 refs. 


1892. Preliminary Evaluations of Some New Synthetic 
Organic Compounds as Scabicides 

G. W. Eppy. Journal of Investigative Dermatology 
[J. invest. Derm.] 12, 117-123, Feb., 1949. 2 refs. 


Freshly prepared aqueous emulsions were applied 
once all over the body and rubbed in. No bath was 
given before treatment, and patients were asked not to 
bathe or to wash their hands until they had been examined 
after 48 hours (some after only 24 hours). Mites were 
located by a low-power dissecting microscope. The 


- been subepidermal. 


materials chosen for investigation were those which had 
shown some promise against the body louse, with a view 
to developing a combined treatment. Thirty prepara- 
tions, of which 26 had not previously been used against 
scabies, were tested. No live mites were found after the 
use of 9 of these new agents, but some of the pre- 
parations possessed certain objectionable features. The 
more promising compounds were benzyl salicylate, 
methyl ester of 4-tert.-butyl-phenoxyacetic acid, methyl 
ester of (3 : 4-methyl-isopropyl)phenoxyacetic acid, and 
1: 2:3: 4-tetrahydro-2-naphthol-n-butyrate. 
James Marshall 


1893. Pruritus Hiemalis. A Review of the Literature 
and a Case Report with New Observations 

P. ARNOLD. British Journal of Dermatology and Syphilis 
png Derm. Syph.] 61, 59-66, Feb., 1949. 2 figs., 
17 refs. 


A typical case of pruritus hiemalis, with investigations, 
is described. Attempts to reproduce the full clinical 
picture experimentally were successful on two occasions. 
The possible mechanisms of this peculiar reaction to cold 
are discussed and the literature is reviewed. 

G. B. Mitchell-Heggs 


1894. Observations on the Structure and Formation of 
Bullae—I 

G. H. PercivAL and P. W. HANNaAyY. British Journal 
of Dermatology and Syphilis [Brit. J. Derm. Syph.] 61, 
41-54, Feb., 1949. 27 figs. 


The histological structure of the bullae of dermatitis 
herpetiformis, pemphigus, and erythema multiforme in 
complete serial sections is described with the aid of 
numerous photomicrographs. Serial sections show that 
the bullae in all cases of these diseases investigated have 
The bullae are classified into three 
structural types, and examples of all three types were, 
found to occur in each of the three diseases. The 
histological findings in each type are discussed with 
particular reference to the interpretation of their debatable 
features and their value as an aid to differential diagnosis. 

G. B. Mitchell-Heggs 


1895. Necrobiosis Lipoidica (Diabeticorum?). A Histo- 
logic Study and Comparison with Granuloma Annulare 
C. W. LayMon and I. FisHer. Archives of Dermatology 
and Syphilology {Arch. Derm. Syph., Chicago] 59, 150- 
167, Feb., 1949. 9 figs., 21 refs. 


‘Histologic sections from 41 cases of necrobiosis 
lipoidica (diabeticorum ?) and from 33 cases of granu- 
loma annulare are analysed and compared. The 
following conclusions are drawn from the results of the 
study: (1) The epidermal changes in either disease are 
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usually unimportant in differential diagnosis. The 
exception is ulceration, which occurs in necrobiosis 
lipoidica diabeticorum and not in granuloma annulare. 
(2) The change in the connective tissue is the most 
significant histologic feature in both diseases. In 
necrobiosis lipoidica diabeticorum it is more likely to 
appear in bands and to be less well defined, while in 
granuloma annulare it is more often spherical or ellipsoid 
and more sharply marginated. The degeneration is as 
a rule more intense in granuloma annulare. (3) The 
diffuse arrangement of the infiltrate in the lesions of 
necrobiosis lipoidica diabeticorum stands in contrast 
to the radial or palisade arrangement in lesions of 
granuloma annulare. (4) The infiltrate in both diseases 
is made up of varying proportions of fibroblasts, lympho- 
cytes, histiocytes, and epithelioid cells. In necrobiosis, 
especially, fibroblasts may be so prominent that the picture 
simulates that of subepidermal fibrosis. In other cases 
there may be so many epithelioid cells (and giant cells, 
which are more frequent than in granuloma annulare) 
that the structure is frankly tuberculoid and, especially, 
may simulate the histologic picture of  sarcoid. 
(5) Intimal proliferation and obliterative changes in the 
blood vessels are much more frequent and prominent in 


- necrobiosis. (6) Deposits of lipids are almost always 


present in necrobiosis; they may be present in granuloma 
annulare. (7) With the use of various methods of stain- 
ing, the two diseases can usually be differentiated 
histologically.—[Authors’ summary.] 


1896. Two Affections of the Cutaneous Elastin which are 
Signs of Generalized Abnormality of the Body Elastin. 
(A propos de deux affections de l’élastine du revétement 
cutané, témoins d’affections généralisées de I’élastine de 
tout l’organisme) 

L. M. PautrieR. Archives Belges de Dermatologie et de 
Syphiligraphie [Arch. belges Derm. Syph.] 4, 259-275, 
Dec., 1948. 13 figs. 


The author points out that the connective tissue of the 
skin is not an inert filling substance but a dynamic tissue 
liable to be affected by vascular, nervous, vitamin, and 
endocrine factors. ; 

The histological picture in pseudoxanthoma elasticum 
shows that the lesion is an elastoma with fragmentation 
of elastin. The condition is frequently associated with 
“ angioid streaks ’ of the retina (Groenblad—Strandberg 
syndrome). The retinal streaks were shown by Urbach 
and Wolfram to be due to tears in the elastic membrane 
of the choroid. At the same time granular degeneration 
of the elastic tissue of the peripheral vessels and even of 
the aorta may be found. In recent cases of pseudo- 
xanthoma the elastic fibres still accompany and are 
moulded about the collagen fibres, but they are greatly 
increased in volume. In late cases there is “ elastor- 
rhexis *’, the normal distribution of fibres being lost and 
the elastic tissue appearing in section as little fragmented 
clumps. These changes are apparently due to some 
physico-chemical change in the elastin which is as yet 
undefined. Good photomicrographs illustrate these 
descriptions. 

The second condition described is the Ehlers—Danlos 
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syndrome of hyperelasticity of the skin with lax articula- 
tions, cicatricial lesions, and a tendency to haemorrhage. 
A case in an 18-year-old girl is described in the fullest 
detail and illustrated with photographs and photomicro-. 
graphs. The features of the histological picture are: 
(1) The epidermis is generally thin and atrophic, but in 
some places it is normal or even increased in thickness, 
like a palisade, having lost its interpapillary processes 
and uniting with the dermis along a straight line. (2) In 
the dermis are many dilated blood and lymphatic vessels, 
and there may be small or large haematomata. (3) There 
is no appreciable cellular infiltration, but there may be 
little collections of lymphocytes around the vessels and 
sometimes proliferation of histiocytes in wide streaks. 
(4) The collagen varies from place to place, being some- 
times normal, sometimes slightly sclerous, and sometimes 
oedematous. (5) The lesions of elastin are constant and 
important. At times elastin disappears, at others it is 
increased in quantity but never appears as normal fibres. 
There may be little masses, streaks, compact granula- 
tions, or globules, giving the appearance commonly 
found in senile atrophies of the skin. 

The diverse lesions suggest a disorder of all the 
mesenchymatous tissues of the body. 

James Marshall 


1897. Dermatomyositis. Report of Three Cases with 
Postmortem Observations 

C. K. WAINGER and W. F. Lever. Archives of Derma- 
tology and Syphilology [Arch. Derm. Syph., Chicago] 59, 
196-208, Feb., 1949. 7 figs., 38 refs. 


Three cases of dermatomyositis, with necropsy findings, 
are reported in detail. Photomicrographs of -sections 
from small intestine, heart muscle, and subcutaneous 
tissue show changes of a degenerative and inflammatory 
nature in all these structures. The principal symptoms 
appear to have been progressively increasing muscular 
weakness, an erythematous eruption, and some oedema, 
the face, neck, upper part of the chest, arms, and hands 
being affected. Electrocardiographic examination gave 
evidence of generalized myocardial involvement. In- 
testinal ulceration and perforation were found in one 
case. Some resemblance of the histological changes to 
those observed in ‘‘ systemic lupus erythematosus ”’ is 
noted. ‘‘ Dermatomyositis is probably related to 
diffuse scleroderma and to systemic lupus erythematosus. 
Degeneration of collagen seems to represent the basic 
disease.” [The literature is well reviewed.] 

J. E. M. Wigley 
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1898. Autosensitization Dermatitis. Report of Five 
Cases and Protocol of an Experiment 

H. J. TeMPLeTON, C. J. LUNsForD, and H. V. ALLINGTON. 
Archives of Dermatology and Syphilology {Arch. Derm. 
Syph., Chicago] 59, 68-77, Jan., 1949. 10 refs. 


In this paper theories are discussed explaining the 
mechanism of autosensitization dermatitis. There may 
be sensitization to tissue proteins from an original 
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eczematous site, or to a combination of such proteins 
with bacterial toxins or with drug elements. 
problem is discussed in relation to infectious eczematoid 
dermatitis and seborrhoeic dermatitis. Treatment de- 
pends on control of the original antigen-producing area. 
Autohaemotherapy and antihistamine drugs may help 
in general desensitization. John T. Ingram — 


1899. Sensitization to Monoglycerol para-Aminobenzoate. 
A Case Report 

L. MELTZER and R. L. Baer. Journal of Investigative 
Dermatology {J. invest. Derm.] 12, 31-39, Jan., 1949. 
16 refs. 


para-Aminobenzoic acid and some of its esters are 
excellent filtering agents for protection against the 
erythema-producing part of the sunlight spectrum. 
Monoglycerol para-aminobenzoate has recently been 
incorporated in some commercial sunburn preventives, 
its added advantages being lack of odour and of staining 
properties. This report details the findings in a case of 
allergic eczematous contact-type hypersensitivity to the 
above substance. 

The patient, a man aged 47, had had a combined 
atopic dermatitis and seborrhoeic dermatitis from the 
age of 18. Two exacerbations seemed to be related to 
the use of a commercial preparation containing mono- 
glycerol para-aminobenzoate. Patch tests with the 
preparation and each of its eight ingredients revealed 
a 4 plus reaction to monoglycerol para-aminobenzoate 
in alcohol and a 3 plus reaction to the whole preparation. 
The patient had previously shown a 4 plus reaction to 10% 
benzocaine in alcohol and had had a vesicular eruption 
on hands and feet 24 hours after taking a sulphonamide 
for dysentery. Patch tests with a variety of compounds 
showed sensitivity to procaine, benzocaine, butesin, 
para-aminobenzoic acid, para-phenylene diamine, aniline, 
sulphaguanidine, picric acid, and azodye A. The com- 
mon feature in these compounds is a primary aromatic 
amino group, with in most cases basic or acid groups in 
the para position on this amino group. 

The possible occurrence of dermatitis on the basis of 
cross-sensitization should be considered before permit- 
ting use of sunburn preventives containing para-amino- 
benzoic acid or its esters by patients, known to be 
hypersensitive to aniline, para-phenylene diamine, local 
analgesics, and sulphonamides. James Marshall 


1900. A Fixed Eruption due to Bromides 
J. A. TOLMACH and S. B. FRANK. Journal of Investi- 


gative Dermatology [J. invest. Derm.] 12, 81-82, Feb., 
1949. 5 refs. 


The authors have been unable to find a previous 
report of fixed eruption due to ingestion of bromides. 
In the case described a woman of 52 developed a pig- 
mented eczematous lesion on the anterior surface of the 
right leg. Recurrences on the same site followed the 
ingestion of a medicine containing bromides. Erythe- 
matous indurated lesions could be produced on normal 
skin by scarification and by giving bromides by mouth.’ 

James Marshall 


The 
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1901. Alpha Ray Treatment of Dermatoses with 
Thorium X. The External Application of Relatively 
Small Concentrations in Office Practice 

H. Pinkus. Journal of Investigative Dermatology {J, 
invest. Derm.] 12, 61-67, Jan., 1949. 1 fig., 17 refs. 


The author gives a short description of the source, 
properties, and use of “ thorium X”’ in dermatology. 
He gives his results in 84 assorted cases, the majority 
being cases of psoriasis, lichenification, and eczematous 
dermatosis. The majority of the patients are said to 
have benefited. Other methods of treatment (except by 
xX rays) were used at the same time, and the results cannot 
therefore be taken as significant. James Marshall 


1902. Present Status of Quinacrine (Atabrine) Dermatitis. 
Report of Six Cases 

C. L. Scumitt. Archives of Dermatology and Syphilo- 
logy [Arch. Derm. Syph., Chicago] 59, 16-21, Jan., 
1949. 1 ref. 


Most of the so-called jungle-rot which occurred 
among American troops in the South-West Pacific was 
really a result of intolerance to atabrine (mepacrine). 
This occurred in a lichenoid and an eczematoid form, the 
latter being ten times as common as the former. The 
lichenoid form affected chiefly the limbs, especially the 
ankles and the dorsa of the hands, but occurred also on 
other parts ofthe body. The lesions were soft, violaceous, 
scaly papules or nodules. Acute exfoliative dermatitis 
was seen occasionally. In half the cases there were grey- 
white lesions on the mucous membranes. Sequelae were 
found only in severe cases; they consisted of a permanent 
light-brown pigmentation with local atrophy, alopecia, 
and, rarely, diminution in sweat and sebaceous secretion. 
The eczematoid type usually began on the sides of the 
fingers with groups of deep-seated vesicles or occasionally 
with scaly erythema; rarely the eruption began on other 
sites. The mucous membranes were not affected. The 
original patches usually cleared and recurred a few times 
and then became chronic; they were then symmetrical, 
red, eczematous plaques of varying extent. A recurrent 
eczematoid dermatitis could occur months or years after 
the original eruption, at the same or at different sites. 
This dermatitis resembled the original condition, but it 
was no longer symmetrical. It is suggested that this 
dermatitis increased the general sensitivity of the skin 
so that eczematous eruptions occurred in later years. 
from an unduly easily acquired sensitivity both to con- 
tact agents and to ingestants. Affected men are at 
increased risk in occupations in which there is exposure 
to friction, heat, or chemicals. E. Lipman Cohen 


1903. Studies on Scratch Tests in Atopic Dermatitis, and 
Comparison with the Intracutaneous Method. The Lack 
of Reproducibility of Results with the Scratch Tests 
S. R. Narins. Journal of Investigative Dermatology 
[J. invest. Derm.] 12, 49-60, Jan., 1949. 19 refs. 


The author describes experiments designed to compare 
scratch and intracutaneous tests in atopic dermatitis. 
Results of scratch tests carried out at weekly intervals 
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with the same allergen in the same skin region varied 
from the negative to the definitely positive. Scratch 
tests carried out simultaneously on two symmetrically 
situated skin sites in the same individual and repeated 
at weekly intervals showed variations between negative 
and definitely positive reactions from site to site and 
from week to week. The variations occurred with both 
the powdered and the glycerinated protein extracts. 

In a series of cases two intracutaneous tests with the 
same allergen were carried out simultaneously at sym- 
metrical sites in the same individual. At the same time, 
and in the same individual, two symmetrically situated 
scratch tests were carried out with the same allergen. 
The intracutaneous tests always showed approximately 
equal reactions, but the scratch tests gave wide variations 
in results. Similar results were obtained when the two 
tests were compared in cases of hay fever and asthma. 
It would appear that intracutaneous tests are much more 
reliable than scratch tests. James Marshall 


1904. Contact Dermatitis. Practical Management and 
Identification of Cause Without Patch Testing 

R.L. Sutton. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 59, 36-44, Jan., 1949. 
2 refs. 


The usual practice in treating contact dermatitis is to 
find the cause and then to eliminate it from the patient’s 
environment. The author considers it easier to eliminate 
all possible causes, heal the skin, and then to find the 
causative agent. The affected areas are touched by only 
six kinds of substances: (1) air,(2) water, (3) petrolatum 
(soft paraffin), (4) cellulose, (5) the hands, and (6) those 
textiles which have been used without harm for 6 months 
before the onset of the dermatitis. The only treat- 
ments allowed are by soft paraffin and by cotton towels 
moistened with cool water. This period of elimination 
of contact substances lasts for up to 2 weeks. It is 
very important to give the patient instructions in such a 
way that they can be carried out. Depending on the site 
affected, a careful list is made of everything (except the 
six items above mentioned) which may touch it and 
which must therefore be avoided. When the skin is 
clear, the patient makes a list of the things which he 
desires to touch, and he is allowed to touch an additional 
one each day. By this means the offending agent 
may be discovered without guessing, ‘‘ detective work ”’, 
or patch-testing. In the subsequent discussion the value 
of patch-testing as a short-cut was affirmed, and it was 
pointed out that the usefulness of the method suggested 
was limited by the patient’s level of intelligence. 

E. Lipman Cohen 


1905. Histadyl Cream in the Treatment of Pruritic 


Dermatoses 


S. Epstein and W. L. MACAULAY. Journal of Investiga- 
tive Dermatology [J. invest. Derm.] 12, 145-146, March, 
1949. 6 refs. 


1906. Dermatitis due to Antihistaminic Agents . 
E. Epstemn. Journal of Investigative Dermatology [J. 
invest. Derm.] 12, 151-152, March, 1949. 5 refs. 
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1907. Relative Allergenicity of Standard and Supposedly 
Hypoallergenic Nail Polishes 

E. EDELSON. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 59, 522-525, May, 1949. 
3 refs. 


See Section Pharmacology and Therapeutics, Abstract 
1680. 


INFECTIONS 


1908. Observations on the Fluorescent Material in Hairs 
Infected by Microsporon in Tinea Capitis 

Z. FELSHER. Journal of Investigative Dermatology {J. 
invest. Derm.] 12, 139-144, Feb., 1949. 2 figs., 6 refs. 


The fluorescent compound from microsporon-infected 
hair belongs to the group of so-called fluorescent indicator 
substances that change colour at different values of pH. 
These compounds have no common chemical structure, 
and no conclusions can be drawn about the structure from 
this phenomenon. The fluorescent material of micro- 
sporon-infected hair can be extracted by hot water or 
cold 2N sodium bromide solution. The fluorescence 
changes colour at various levels of pH, and various ions 
quench the fluorescence without affecting the viability 
of the fungus. Fluorescence is not present in hairs 
infected in vitro, but it occurs both in the spore-containing 
hair sheath and in the mycelium-containing hair shaft of 
naturally infected hair. James Marshall 


1909. Inflammatory Ringworm Due to Trichophyton 
faviforme. Report of Seventeen Cases 

R. G. Carney. Archives of Dermatology and Syphilo- 
logy [Arch. Derm. Syph., Chicago] 59, 209-216, Feb., 
1949. 4 figs., 14 refs. 


Of 39 cases of inflammatory ringworm of the glabrous 
skin, beard, and scalp regions 17 were caused by Tricho- 
phyton faviforme. Special cultural and mycological 
features are described. The infections were of animal 
origin and from rural districts. The infected hairs did 
not fluoresce under “ filtered ultraviolet rays’? [?Wood’s 
light]. Manual epilation and the use of wet dressings 
and simple antiseptic preparations proved adequate as 
treatment, and “ special fungicides’? were not found 
necessary. The literature is freely quoted. 

J. E. M. Wigley 


1910. Large Spores (Macroconidia, Fuseaux) of Micro- 
sporum canis in vivo. Report of Two Cases 

B. Appet and H. B. ANsELL. Archives of Dermatology 
and Syphililogy [Arch. Derm. Syph., Chicago| 59, 168- 
174, Feb., 1949. 5 figs., 19 refs. 


The authors show that Microsporum canis may pro- 
duce macroconidia (fuseaux) during its parasitic life as 
an agent of ringworm of the scalp, although some authors 
have stated that whilst ringworm fungi are still in contact 
with a human host only hyphae and small spores are 
formed. The significance of macroconidia and micro- 
conidia is not known, but it is obvious that the type of 
spore is determined by the environment. 
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In 1936 routine examination of a patient with tinea 
capitis revealed objects identified as fuseaux in an epilated 
hair. The authors report 2 cases. In the first, in a girl 
aged 16 months suffering from tinea capitis, the fungus 
was identified as M. canis. Some of the hairs removed 
from the infected area contained fuseaux and small 
round spores. The fuseaux were not seen after the first 
examination, but 3 months later long chains of arthro- 
spores were noted in one hair. The second case was 
also one of scalp infection by M. canis. Fuseaux were 
discovered in several hairs, as well as some chains of 
arthrospores. The value of this paper is enhanced by 
some photographs and notes prepared by the late 
Bernhardt concerning a third case with similar findings. 

The authors believe that the rarity of the phenomenon 
should stimulate speculation, and consider that the 
correct explanation will probably shed some light on the 
relation of infection to the spontaneous cure of Micro- 
sporon infections which occurs after puberty. 

R. M. B. MacKenna 


1911. New Data on the Epidemiology of Microspora in the 
U.S.S.R. (Hospie qannpie K MHKpO- 
cnopuu B CCCP) 

A. M. Artevicu, G. E. BEKKEROv, and V. F. PoRYVAEVA. 
Bectunk Beneponorun nepmatonorun [Vestn. Vener. 
Derm.| No. 3, 21-26, May-June, 1949, 3 figs. 


1912. Rough-Smooth Variation ig,Blastomyces dermati- 
tidis Gilchrist and Stokes 1898 

E. D. DeLamater. Journal of Investigative Dermatology 
[J. invest. Derm.| 12, 101-110, Feb., 1949. 16 figs., 
13 refs. 


A phenomenon comparable to rough—smooth varia- 
tion in bacteria was observed in the yeast-like phase of 
Blastomyces dermatitidis in 6 of 14 strains studied. It 
is Suggested that this may be related to the multinucleate 
state of the organism. It is unstable, and reversible in 
both directions. Uninucleate lines have not yet been 
obtained. The variation to be encountered in the 
filamentous phase of the organism was also studied, and 
it is suggested that the changes met with in the two phases 
of the fungus are probably related and interdependent. 
No relation between the virulence of the organism and 
colonial and cellular morphology has been established. 

James Marshall 


1913. Influence of Tetra-chloro-para-benzoquinone on 
Human Fungous Infections 

T. H. McGavack, D. Weiner, A. L. Cascio, M. BELL, 
and L.J. Boyp. Archives of Dermatelogy and Syphilology 
[Arch. Derm. Syph., Chicago] 59, 94-100, Jan., 1949. 
2 refs. 


* Spergon (tetra-chloro-para-benzoquinone) was used 
as a fungicide, both in the form of powder and as an 
ointment, in the treatment of ringworm of the scalp, 
toes, and other sites. It was found to have no toxic or 
irritant effect in concentrations of 5 to 50°, in suitable 
bases. Oil-in-water emulsions of the cholesterol—wool- 
fat type were most effective. The activity of the drug 
depends on the loosely combined chlorine atom. 
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Of 96 patients with Microsporon audouini infection of 
the scalp, 24 were cured within a few weeks; and 7 out 
of 11 patients with ringworm of the toes were cured and 
3 improved. John T. Ingram 


1914. Studies on Alcohol Soluble Fungistatic and 
Fungicidal Compounds. IV. Treatment of Dermato- 
phytosis Pedis with 8-Hydroxyquinoline 

K. A. Oster and M. J. Gotpen. Experimental Medicine 
and Surgery (Exp. Med. Surg.| 7, 37-45, Feb., 1949, 
3 figs., 9 refs. 


It was observed that 8-hydroxyquinoline was many 
times more effective as a fungistatic agent than a number 
of the chemicals commonly used in the treatment of 
mycotic infection of the feet. A concentration of 25% 


‘in 50°, alcohol was effective in vitro, and the same 


preparation was accordingly applied to the treatment of 
40 patients suffering from fungous infection of the feet 
of varying severity. The clinical results appeared to be 
at least equal in the mild and moderate cases, and 
superior in the severe cases, to those obtained with other 
fungicidal remedies. G. B. Dowling 


1915. Steroid Hormones. ‘Their Fungistatic and Gene- 
static Effect on Pathogenic Fungi 

F. Reiss. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 59, 405-413, April, 1949, 
6 refs. 


1916 Relative Incidence of Candida albicans on the 
Skins of Persons with and without Skin Diseases 


R. M. Marwin. Journal of Investigative Dermatology 
[J. invest. Derm.) 12, 229-241, April, 1949. Bibliography. 


1917. Sensitivity to Tuberculin of Persons with Acne. 
The Importance of Age in its Interpretation; a Study of 
1,136 Students 

M.S. Hecver and R. E. Archives of Dermato- 
logy and Syphilology [Arch. Derm. Syph., Chicago| 59, 
11-15, Jan., 1949. 1 fig., 5 refs. 


Sensitivity to | in 10,000 tuberculin was studied in 
1,136 students, nearly all of whom were male. Acne was 
present in 12°8°, of them. The reaction was positive 
in 33-6%, of those with acne, and in 38-3°% of the re- 
mainder. The average age of those with acne was 0°8 
years younger than the rest. When exactly correspond- 
ing age groups were compared, the difference in tuberculin 
sensitivity of the two groups was more than halved. It 
is suggested that the relatively low incidence of tuberculin 
sensitivity in those with acne which has been found in a 
number of series is due to the fact that those with acne 
were slightly younger than the control subjects. Of 
1,034 female students, with an average age of 18, 191 
had acne. A positive reaction occurred in 10°5°( of 
those with acne and only 5-7°% of the controls. 

[This seems to be the first series reported in which an 
increased proportion with tuberculin sensitivity has been 
found. No criteria for the diagnosis of acne are given. 
The incidence of acne in both series is remarkably low.] 

E. Lipman Cohen 
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1918. Chronic Symmetric Impetigo 

S.CRAWFORD. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 59, 55-67, Jan., 1949. 
3 figs., 1 ref. 


This affection, which occurs more commonly in 
children, was originally described by Adamson in 1908. 
It is a chronic symmetrical nummular scaling or slightly 
crusted dermatosis affecting mainly the extensor surfaces 
and face but sometimes involving flexures. Removal of 
crusts reveals a little exudate from which haemolytic 
staphylococci can be cultured. The affection is usually 
symptomless, and there is no single effective medication. 
Antiseptic measures and tar and “ quinolor ”’ ointments 
may be of value. The author attributes the affection to 
bacterial allergy, and regards the distribution as being 
consequent upon infection carried from an original 
focus by the fingers. John T. Ingram 


1919. Treatment of 40 Cases of Lupus Vulgaris with 
Calciferol: Efficacity and Complications. (40 cas de 
lupus tuberculeux traités par la vitamine D,; efficacité 
et accidents) 

H. JaeGer. Dermatologica |Dermatologica, Basel 97, 
Suppl., 44-56, 1948. 4 figs., 20 refs. 


Of the 40 cases investigated about 12 healed with 
sound scar formation and a further 20 were improved; 
in the remaining 8 there was little or no effect. A diet 
rich in milk was given. Histological control in one- 
quarter of the cases frequently revealed the persistence 
of tuberculoid or sarcoid infiltration even though macro- 
scopically there was little activity. In 7 serious 
complications were encountered, including hypertension, 
renal dysfunction, meningismus, loss of weight, and 
asthenia; one death occurred. In 3 cases squamous- 
cell carcinoma appeared at the site of the lupus during 
the course of treatment. Two of these were considered 
to be relapses, and one was a primary cancer. The 
relationship to vitamin-D therapy is uncertain. Neither 
the calcium nor the phosphorus level in the blood was 
raised during treatment, but the blood urea level was 
raised in one-third of the cases. The erythrocyte 
sedimentation rate and the blood pressure showed great 
variations without any relation to cure or toxicity. 

G. W. Csonka 


1920. ‘The Experimental Treatment of Tuberculosis of the 
Skin with Copper. (Préby leczenia grudzlicy skory 
przetworami miedzi) 

W. Gutowskt. Przeglad Dermatologiczny (Przegl. 
Derm.] 35, 381-387, Sept.—Dec., 1948. 9 refs. 


1921. Aetiology of Kaposi’s Varicelliform Eruption. 
(De aetiologie van Kaposi's varicelliforme eruptic) 

M. Rurrer. Nederlandsch Tijdschrift voor Geneeskunde 
[Ned. Tijdschr. Geneesk.] 93, 158-163, Jan. 15, 1949. 
3 figs., 1 ref. 


_ Animal tests revealed the presence of the herpes virus 

In a case of Kaposi's varicelliform eruption in a 4-month- 

old girl. 
M—2H 


After regression of the cutaneous phenomena, 
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the child developed bilateral keratitis dendritica (herpe- 
tica). At the time when the child fell ill the mother was 
suffering from herpes labialis. The herpes virus must be 
regarded as the aetiological agent. Attention is drawn 
to the frank degenerative changes occurring in the 
epithelium of the covering of the blister; these are seen 
also in other virus diseases. 
Author’s Abstract (Excerpta Medica) 


PSORIASIS 
1922. Undecylenic Acid Given Orally in Psoriasis and 
Neurodermatitis. A Preliminary Report 


H. H. PertMan. Journal of the American Medical 
Association |J. Amer. med. Ass.| 139, 444-447, Feb. 12, 
1949. 1 ref. 


Eighteen patients with chronic localized or disseminated 
psoriasis were given undecylenic acid by mouth for 
periods varying from a few weeks to several months. 
The drug was usually administered in capsules, each 
containing 0-5 g., and dosage apparently ranged from one 
capsule three times a day to 15 capsules daily in divided 
doses. Complete disappearance of lesions is recorded 
in 3 patients, 75% improvement in 6 cases, and 50% 
improvement in 9 cases. Reactions included nausea, 
vomiting, diarrhoea, belching, folliculitis, headache, 
conjunctivitis, and frequency of micturition. Eight 
patients with neurodermatitis”’ were also given 
undecylenic acid and are said to have been relieved, 
especially of the itching. The author cautions against 
the general use of undecylenic acid “ until thorough 
scientific research has been completed ”’. 

E. W. Prosser Thomas 


1923. ‘Treatment of Psoriasis by Intrasternal Blood 
Transfusion, (Jlevenne BHYTpH- 
CTepHasIbIMH NepesHBAHHAMH KPOBH) 

Y. A. DykHNo. Bectuuk Bexeponorun u 
run [Vestn. Vener. Derm.) No. 2, 32-35, March-April, 
1949. 17 refs. 


The effect of intrasternal blood transfusions in 42 cases 
of psoriasis is reported. The cases were divided into 
three groups according to the method of intrasternal 
transfusion used: (1) intrasternal transfusion of com- 
patible blood; (2) intrasternal auto-transfusion; (3) 
intrasternal transfusion of incompatible blood (at first 
carried out on in-patients only but, as there were no 
serious side-effects, now used for out-patients). Two 
methods of sternal puncture are described: (1) perpen- 
dicular puncture of the sternum opposite the second or 
third rib; (2) puncture of the sternum from the supra- 
sternal notch with the needle parallel to the sternum. 
The latter method is favoured by the author, and is said 
to be safer and just as efficient as the other; 350 intra- 
sternal transfusions have been carried out by the author 
without any complications. They were performed very 
slowly at a rate of 20 ml. per minute, in children even 
more slowly. Seventeen cases were treated by intra- 
sternal transfusions of compatible blood. In 7 a pro- 
longed therapeutic effect was observed; 1 patient 
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discharged himself, and 6 at first showed improvement 
but had to have a second course of transfusions because of 
arelapse. Out of the 7 cases in which a therapeutic effect 
was obtained 4 were cases of stationary and 3 of pro- 
gressive psoriasis. Ten patients were treated with 
auto-transfusions (4 had stationary, 2 progressive 
psoriasis) and 6 were clinically cured. Fifteen were 
treated with transfusions of incompatible blood. In 6 
cases clinical cure was achieved (3 progressive, 3 stationary 
cases), in 8 the condition improved, and in 1 it became 
worse. 

Out of 39 patients observed for more than one year 
‘and treated by intrasternal blood transfusions only 19 
were clinically cured; in the others relapse or deteriora- 
tion took place after varied intervals. The follow-up 
time was too short to permit a conclusion to be drawn 
about the value of the treatment of psoriasis by intra- 
sternal blood transfusion. N. Chatelain 


1924. Psoriasis and Adrenocortical Function. A Pre- 
liminary Report on a Possible Steroid Hormonal Etiologic 
Relationship 

F. Reiss. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 59, 78-85, Jan., 1949. 
18 refs. 


The results of investigation of 25 cases of psoriasis 
are thought to suggest that disturbed steroid hormonal 
production is responsible for the disease. This may be 
due to adrenal cortical or pituitary disturbance. In 
most cases vitamin-C depletion was found, and in 12 
there was low 17-ketosteroid excretion. There was a 
tendency for blood cholesterol values to be high, but the 
sodium and potassium levels in the blood were within 
normal limits in all but 5 cases. The author states that 
the serum of psoriatic patients lacks adrenaline and fails 
to dilate the pupil of the frog’s eye. John T. Ingram 


NEOPLASMS 


1925. A New Cutaneous Reticulosis. Malignant Leu- 
kaemic Reticulosis with Giant Histio-monocytes and in the 
Form of Oedematous Pigmented Erythrodermia. (Une 
nouvelle réticulose cutanée. La réticulose maligne 
leucémique 4 histiomonocytes monstrueux et a forme 
d’érythodermie oedemateuse et pigmentée) 

A. Sézary. Annales de Dermatologie et de Syphili- 
graphie [Ann. Derm. Syph., Paris] 9, 5-22, Jan.—Feb., 
1949. 16 figs., 6 refs. 


Four cases, all in elderly women, are described. One 
had mild diabetes; none was tuberculous or syphilitic, 
and none had any chemotherapy before the onset of the 
disease. The first sign was pruritus, at first localized, 
then generalized, and always intense. After 2 to 3 
months, erythematous plaques appeared on the pruri- 
ginous areas; these later became confluent to form an 
erythrodermia accompanied at first by fine scaling and 
later by definite flaking and hyperkeratosis of the palms 
and soles. The skin felt hot, dry, and putty-like in 
consistency. There was oedema of the extremities and 
eyelids, and in the last stages an infiltration of the skin. 
The skin was pigmented as well as red, and in one case 


the buccal mucosa was also pigmented in patches. In 
one case only was there any surface oozing but all had 
nocturnal crises of sweating. The conjunctivae were red 
and 2 patients had ectropion of the lower lid due to in- 
filtration. Two patients had purpura. Other skin 
lesions included small violaceous papules on the hands 
in one case, an infiltrated plaque, and hypodermic nodules 
in others. Three patients had a large hypodermic abscess 
of the lumbar region. The nails in one case were thick- 
ened and irregular and a coincidental perionychia caused 
them to be lost; in another they were thin proximally 
and thickened at the free end. _The temperature was 
generally normal at first, subnormal in the later stages, 
There was moderate painless generalized adenopathy. 
In the terminal stages all patients became thin, asthenic, 
and somnolent. The disease ran its course, with 
remissions, in between 18 and 39 months. 

The principal skin lesion was a dense round-cell 
infiltration in the dermis. The epidermis showed 
acanthosis and oedema of the Malpighian layer. There 
was a generalized pure hyperkeratosis with parakeratosis 
in eczematous areas. The infiltrate consisted of 
voluminous round, oval, or polygonal cells with large 
nuclei and sparse protoplasm. Fibroblasts lay between 
these cells; in one case there were also some eosinophils, 
in another some cells of the Sternberg type. Melanic 
pigment showed as granulations in the deeper layers of 
the epidermis and in the dermal cells at the periphery of 
the infiltrate. There was a great number of small blood 
vessels in the dermis. The endothelial cells of the 
lymphatic capillaries were, in places, full of pigment. 
The lymph nodes were also infiltrated with round cells. 
The leucocyte count varied between normal and 31,600 
per c.mm. Abnormal large round cells, at first few in 
number, in the later stages increased in number to 
between 26 and’ 56% of the total, mainly at the expense 
of the polymorphonuclears. The large round cells were 
like those of the dermis, a little larger than the poly- 
morphonuclears and consisting mainly of nucleus. The 
same large cells were seen in lymph-node juice, but not 
in bone marrow, liver, or spleen specimens. These large 
cells are believed to originate in the reticulo-endothelial 
system. X-ray therapy was ineffective. 

James Marshall 


1926. Keratosis (Seborrheic and Senile) 

W. Sacus, G. M. MAcKesg, and P. M. Sacus. Archives 
of Dermatology and Syphilology {Arch. Derm. Syph., 
Chicago] 59, 179-191, Feb., 1949. 13 figs., 8 refs. 


The authors believe that the simple differentiation of 
the keratoses in senile and “‘ actinic” skin into “ senile” 
and “ seborrhoeic ”’ types should be revised, for, in their 
opinion, there are four distinct lesions—senile and 
seborrhoeic keratoses, and senile and seborrhoeic warts. 
Seborrhoeic keratoses and warts are commoner and tend 
less to become malignant than the senile types of lesion. 
Epitheliomata—usually of the basal-cell type—may 
develop in the seborrhoeic lesions. 

Seborrhoeic keratosis develops slowly, usually on the 
trunk or face; lesions are sharply circumscribed, round 
or oval, superficial, sometimes slightly elevated, and 
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0:5 to 10cm. in diameter. The surface may be smooth, 
rough, or slightly warty, and may be covered with a 
steatoid horny layer which peels off without bleeding. 
The colour varies from yellow to brown. The ‘lesions 
may be single or multiple. Seborrhoeic warts represent 
later stages of development of seborrhoeic keratoses, 
and are characterized by an increase in the size of the 
lesions, which become raised, slightly indurated, and 
warty. Their colour is deep brown or black. Patulous, 
plugged, follicular orifices (which may also be seen in 
senile keratoses) may be noted. Two types of senile 
keratosis are described, the papillose and the flat. The 
former variety is usually seen on exposed areas of skin. 
The lesions are few and well defined, indurated, at least 
0-1 to 1-0 cm. in diameter, round, and with an adherent 
hyperkeratosis. The surface is warty and cannot be 
removed without bleeding. The flat type is found on 
the borders of the lips, the ears, face, forehead, and 
backs of the hands. The contour is irregular. The 
flat, hyperkeratotic surface occasionally peels off leaving 
an eroded and ulcerated surface. Senile warts usually 
develop from the papillose type of senile keratoses and 
the lesions are larger, thicker, more indurated, and of 
deeper colour. The clinical picture may resemble 
epithelioma. 

The microscopical appearances of lesions are as 
follows: 

Seborrhoeic keratosis.—The epidermis is thin but shows 
uniform warty proliferations, with elongated papillae. 
Seborrhoeic warts.—The epidermis is verrucose, acantho- 
tic, and arranged in anastomosing bands. Within this 
network are islands of connective tissue and horn cysts. 
The basal layer is normal, but may contain much pig- 
ment. Varying degrees of sub-epidermal inflammation 
are noted. A variable amount of basophilic degenera- 
tion is seen. Basal-cell, mixed-cell, prickle-cell, or 
anaplastic-cell epitheliomata may develop, the first two 
being the most common. It may be difficult to 
differentiate seborrhoeic warts with mixed-cell epithe- 
lioma from intra-epidermal epithelial naevus. Senile 
keratosis.—(1) Papillose type. Acanthosis and thicken- 
ing of the stratum granulosum and stratum corneum are 
present. The surface is verrucose. The rete pegs are 
elongated. In the upper corium there is mild inflamma- 
tion with oedema. Basophilic degeneration is usually 
present in the sub-epidermal region. Prickle-cell 
epithelioma is the most usual form of malignancy. 
(2) Flat type. Slight acanthosis, some hyperkeratosis, 
thickening of the granular layer, and anaplasia may be 
noted in the epidermis. The upper corium is infiltrated; 
basophilic degeneration is pronounced. Dilated blood 
vessels and oedema are present. Anaplastic epithelioma 
(highly malignant) is the commonest form of carcino- 
matous change, but prickle-cell epithelioma may develop. 
The authors have not seen the development of a basal- 
cell epithelioma in this lesion. Senile warts.—Micro- 
Scopically the picture may be an exaggeration of that 
seen in the papillose form of senile keratosis. In some 
cases there is much acanthosis. The flat type of senile 
keratosis may also be associated with senile acanthoma. 
Prickle-cell or anaplastic epithelioma may develop. 

R. M. B. MacKenna 


1927. Localized Vascular Dilatations of the Human 
Skin: Capillary Microscopy and Related Studies 

W. RepiscH and R. H. PEeLzer. American Heart 
Journal [Amer. Heart J.) 37, 106-113, Jan., 1949. 7 figs., 
19 refs. 


The authors divide skin naevi into four types: 
(1) simple, that is, unbranching, dilated, skin blood 
channels; (2) arborising—the same, but with several 
branches; (3) spider naevi, in which there appears to be 
a definite centre with branches radiating from it; and 
(4) papular telangiectases, which are small, elevated, 
papular stigmata. 

Working mainly on spider naevi, they observed with 
the naked eye and with the skin capillary microscope the 
changes in the calibre of the branches of the naevus, in 
the rate of blood flow in the branches, and in the colour 
of the surrounding skin after local or distal injections of 
histamine or adrenaline. They also made observations 
on the effect of pressure and of occlusion of the supplying 
arteries, and studied material obtained at biopsy and at 
necropsy. 

They conclude that simple, arborising, and probably 
spider naevi are stages of the same process and consist 
basically of capillary or venous channels, but that papular 
telangiectases are of capillary nature. They also discuss 
the evidence for the relation of telangiectases to liver 
damage and to oestrogen metabolism. A. S. Dixon 


1928. Kaposi’s Disease Progressing to Lymphosarcoma. 
(Maladie de Kaposi a évolution lymphosarcomateuse) 
L. BELLONI. Annales de Dermatologie et de Syphili- 
graphie [Ann. Derm. Syph., Paris] 9, 45-57, Jan.—Feb., 
1949. 12 figs., bibliography. 


This article gives a good account of Kaposi’s disease 
and the theories of its origin. A case is described in 
which the necropsy findings showed evolution towards 
lymphosarcoma (illustrated with photomicrographs). 
The author considers Kaposi’s disease to be a hyper- 
plastic mesenchymopathy with multiple systematized foci 
and presenting the following principal characteristics: 
(a) a marked pokiloblastic tendency, that is, a capacity 
for differentiation in the following various ways: 
(1) angioblastic, predominating in cutaneous and 
intestinal lesions; (2) fibroblastic, responsible for the 
cicatricial regression of lesions; (3) macrophagicopexic; 
(4) haematopoietic (cells of the lympho-monocytic 
type); (5) possible leukaemic and neoplastic evolution. 

James Marshall 


1929. Scleroma. Review of Literature and First Report 
of Multiple Familial Occurrence in the United States 

P. R. Kune and E. R. Bropy. Archives of Dermatology 
and S)philology [Arch. Derm. Syph., Chicago] 59, 606— 
619, June, 1949. 3 figs., 28 refs. 


1930. A Case of Histiocytoma. (Estudio de un caso de 
histiocitoma) 

L. p—E AzUA Docuao and A. Huar ArRINO. Actas 
Dermo-Sifiliograficas [Actas dermo-sif.] 40, 683-688, 
April, 1949. 6 figs. 
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1931. Prognosis in Late Latent Syphilis 

H. L. and C. W. Archives of Internal 
Medicine [Arch. intern. Med.| 82, 393-409, Oct., 1948. 
6 refs. 


This clinical study of the prognosis in late cases of 
latent syphilis, untreated or treated with arsenicals and 
bismuth, includes 1,682 followed up for one year, 628 
for 5 years, and 316 for 9 or more years. It is customary 
to limit studies of this type to patients observed for a 
certain minimum period, and to express progression of 
the disease in terms of the number of patients who 
attend over the required period of observation. The 
authors find that the result so portrayed can be varied 
by changing the period of observation, and consider that 
this method conceals fallacies, the chief of which is the 
variation in the adequacy with which different groups of 
co-operative and uncooperative patients can be followed 
up. They consider that there is a fundamental fallacy 
in the expression of the incidence of relapse on a per 
capita basis and in the requirement of an arbitrary 
period of observation, the commencement of which, 
since the stage of the disease is symptomless, is purely 
a matter of chance. 

The authors prefer to base their analysis of clinical 
progression on the frequency of relapse in relation to 
total years or “patient centuries” of observation, 
without a specified minimum period of observation. 

The treatment of the 2,566 patients here reported 
upon is classified as: (1) none; (2) poor (less than 25 
injections of arsenic and bismuth); (3) fair (25 to 65 
injections); (4) good (more than 65 injections). The 
figures given in one of the Tables indicate that increasing 
amounts of treatment consistently led to improved 
therapeutic results. 

The article includes many tables, in some of which the 
figures obtained by the customary method of analysis 
are compared with the incidence of relapse per century 
of patient observation. The authors conclude that the 
conventional method is subject to a serious error depen- 
dent upon the different degrees of co-operation from 
different groups of patients. They claim that their 
Statistical method gives a clearer conception of prognosis 
and the influence of treatment than does the per capita 
method. This method of analysis shows clearly the 
value of treatment in preventing the late manifestations 
of syphilis. The prognosis appears to be improved by 
treatment given at any time during the course of the 
disease and there seems to be a steady improvement with 
increasing amounts of therapy. [This statistical method 
appears to be of considerable importance in the long- 
term study of syphilis; the general belief that little 
treatment is of no more value or even less value than no 
treatment is attacked successfully.] V. E. Lloyd 


1932. Specificity of Cardiolipin Antigens in Tests for 
Syphilis 

S. C. MCDEARMAN and J. E. COoTrReLl. American 
Journal of Clinical Pathology {Amer. J. clin. Path.] 19, 
156-162, Feb., 1949. 13 refs. 


Four serological reactions were used in this study— 
the standard Kahn test, the Kolmer complement-fixation. 
test, the cardiolipin microflocculation test (Harris et al., 
J. vener. Dis. Inform., 1946, 27, 169) and the cardio- 
lipin complement-fixation test (Kent ef al., Bull. U.S. 
Army med. Dept., 1948, 8, 284)—in which 60,226 tests 
were performed on 15,019 sera. 

Of the total number of sera tested, 991 gave + or 
stronger reactions with at least one cardiolipin technique 
in the absence of any reaction with the Kahn and Kolmer 
antigens. These sera came from 654 cases, which were 
classified, on the basis of history and clinical examination, 
as 196 syphilitic, 258 negative, and 200 undetermined. 
The negative group was subdivided into three classes: 
(a) suggestive but inadequate or unreliable history; 
(b) history of venereal disease; and (c) no history of 
venereal disease and no current lesion. The numbers 
in each class were 44, 78, and 136, respectively. 

Of the persons giving minimum reactions, it was found 
that 26-5% fell into the syphilitic and 73-5% into the 
negative group. One-half of the weakly positive reac- 
tions were obtained with the microflocculation technique 
only. In the negative group there was a definite increase 
in the number of persons reacting to the microfloccula- 
tion test as compared with the syphilitic group. A 
similar increase was found with the complement-fixation 
‘technique in the negative group. This seemed to indi- 
cate an increase in non-specific reactions obtained with 
each technique alone. 

Over one-half of the persons giving a positive reaction 
(stronger than 1 +) fell into the syphilitic group, and here 
there was a definite increase in the proportion of persons 
reacting with both techniques. 

The authors conclude that cardiolipin reactivity is 
produced by increased sensitivity without loss of 
specificity. R. B. Lucas 


1933. Prevention of Syphilis. Penicillin Calcium in Oil 
and White Wax, U.S.P., Bismuth Ethylcamphorate and 
Oxophenarsine Hydrochloride in Treatment, During 
Incubation Stage, of Persons Exposed to Syphilis 

L. J. ALEXANDER and A. G. ScHocu. Archives of 
Dermatology and Syphilology [Arch. Derm. Syph., 
Chicago] 59, 1-10, Jan., 1949. 


For the purposes of this investigation 309 persons who 
had been in recent contact with primary or secondary 
syphilis, and were found to be clinically and serologically 
negative, were divided into two groups. In 148 persons 


prophylactic treatment was given, which consisted of 
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simultaneous administration of 900,000 units of penicillin 
in oil and wax, 3 ml. of bismuth ethylcamphorate in oil, 
and 0:05 to 0-06 g. of oxophenarsine hydrochloride. 
Six of these subjects developed early syphilis later on, but 
this was thought to be due to reinfection. The second 
(control) group consisted of 161 people who received no 
prophylactic treatment. Syphilis developed in 100 
(62:1%). In the first group 16-4% were serum positive 
one week after the treatment; this was assumed to be a 
provocative effect, as all patients were serum negative 
one month Jater and remained so during the period they 
were under observation. From these results it is argued 
that the customary management of syphilitic contacts 
by observation without treatment is outmoded. The 
discussion brought out the legal, medical, and admin- 
istrative difficulties which would arise should such a plan 
of prophylaxis be adopted. G. W. Csonka 


1934. Neurosyphilis. Penicillin and Méalarial Fever 
Therapy versus Penicillin and Vaccine (Typhoid) Fever 
Therapy 
J.B. WATSON. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 59, 86-93, Jan., 1949. 
10 refs. 


This report compares 15 patients treated with intra- 
venous typhoid vaccine and penicillin with 17 patients 
treated with malaria and penicillin. In each group 80% 
of the patients had general paralysis of the insane; the 
remaining 20% had asymptomatic neurosyphilis, tabes 
dorsalis, or meningovascular neurosyphilis. Details of 
the technique of the fever therapies are given. All but 
2 patients received 20,000,000 units of crystalline penicillin 
G. Of 9 patients who completed an adequate course of 
vaccine fever and penicillin therapy, only 3 were improved; 
of the 13 patients completing a full course of malaria and 
penicillin therapy, 10 were improved. Thus 77% of 
patients given malaria therapy showed clinical improve- 
ment, against 33% of those receiving vaccine fever 
treatment. It is noteworthy that the patients in whom 


treatment failed also received penicillin, which seemed - 


to have no effect on the course of paresis. Reactions 
were significantly milder in the series given malaria 


therapy; moreover, the administration of the intravenous - 


vaccine drip required a more difficult and elaborate 
technique. G. W. Csonka 


1935. Treatment of Early Syphilis in Five Weeks. 
(Traitement de la syphilis récente en 5 semaines) 

A. Marin, F. L. Boutats, A. LAMBERT, J. P. Foisy, and 
G. LecLerc. Annales de Dermatologie et de Syphili- 
graphie [Ann. Derm. Syph., Paris] 9, 23-34, Jan.—Feb., 
1949, 


The treatment of early syphilis employed consisted 
in the simultaneous administration of penicillin, 
“mapharsen”’ (oxophenarsine, U.S.P.), and bismuth. 
Penicillin was given (in hospital) in doses of 60,000 units 
in aqueous solution every 3 hours for 74 days (total 
2,400,000 units). Mapharsen, 0-06 g., was given 4 times 
a week for 5 weeks, bismuth twice weekly (1 ml.=0-07 g. 
bismuth metal) for 5 weeks. Of 230 patients treated 
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96% completed the course. There was one death from 
arsenical encephalopathy, reactions otherwise being 
negligible. “‘Cure”’ was achieved (follow-up 6 to 
30 months) in 100% of 36 cases of serum-negative primary 
syphilis, in 90% of 55 cases of serum-positive primary 
syphilis, and in 86% of 94 cases of secondary syphilis. 
James Marshall 


1936. Ratio of Gonorrhea to Syphilis as Occurring in the 
United States Navy 

R. W. BaBIONE. American Journal of Syphilis, Gonor- 
rhea and Venereal Diseases [Amer. J. Syph.] 33, 243-255, 
May, 1949. figs., 


1937. Modern Interpretations of Serum Tests 

I. N. Orpwoop. British Journal of Venereal Diseases 
[Brit. J. vener. Dis.| 25, 67-75, June, 1949. 6 figs., 
3 refs. 


1938. Syphilis Antigen from the Soya Bean 
J. S. STEVENSON. British Journal of Venereal Diseases 
[Brit. J. vener. Dis.] 25, 78-80, June, 1949. 19 refs. 


GONORRHOEA 


1939. Some Experiences in the Treatment of Gonorrhea 
with Aqueous Solution of Penicillin with Glycerine in 
Dispensary Practice. -[In English] 

Y. V. SALMINEN. Acta Dermato-Venereologica [Acta 
derm.-venereol., Stockh.| 29, 388-396, 1949. 2 figs., 
3 refs. 


In the dispensary treatment of gonorrhoea in Helsinki 
the author has used penicillin in oil-and-beeswax suspen- 
sion and also aqueous penicillin with the addition of 
adrenaline as recommended by Jensen and Kiaer (Acta 
path. microbiol. scand., 1945, 22, 211). The original 
expense of the former preparation and the undesirable 
reactions caused by the latter method led him to test 
the value of adding glycerin to aqueous penicillin to 
delay its absorption and excretion. The present report 
describes his investigations and results. He adds 1 ml. 
of aqueous penicillin solution containing 200,000 units 
to 1 ml. of sterile pure glycerin, and gives two deep 
subcutaneous injections of 1 ml. each at an interval of 
7 hours. He claims that the method is convenient and 
easy for the physician and painless for the patient; in a 
series of 1,840 cases so treated cure was achieved in 
95-4%. S. M. Laird 


1940. Two Years’ Experience with Delayed Gonococcus 
Cultures 

M. SAINT-MARTIN. Canadian Journal of Public Health 
(Canad. J. publ. Hith] 40, 78-81, Feb., 1949. 8 refs. 


For delayed cultures of gonococci Hirschberg’s 
medium was used; this consisted of agar 20, gelatin 40, 
sodium chloride 5, disodium phosphate 5, peptone 
difco proteose No. 3’) 20, glucose and distilled 
water to 1,000 g. This base was adjusted to pH 7-4 to 
7-6 and autoclaved; to the melted base was added sterile 
defibrinated sheep blood in the proportion of 20 ml. of 


r 
re 
n, 
d. 
y; 
of 
nd | 
the 
AC- 
yue 
ase 
ila- 
A 
jon 
ndi- 
vith 

here 
sons 
of 
as 
n Oil 
and 
uring 
os of 
syph., 
; who 
ndary 
sically 
>rsons 
ed of 


470 VENEREAL 


blood to 80 ml. of base at 85° to 90°C. The completed 
medium was placed in 5 to 6 ml. amounts in tubes 
stoppered with paraffined corks. 

Specimens were taken on swabs inserted at once into 
this medium, where they remained until they arrived at 
the laboratory; the swabs were then smeared on a 
chocolate agar medium made up of “ bacto-proteose 
No. 3” agar enriched with “ bacto-haemoglobin ’’ and 
bacto-supplement (yeast concentrate, crystal 
violet 1 in 6,000). Plates were incubated at 36° C. in an 
atmosphere of CO,. Ina preliminary study of 90 female 
patients the following percentages of positive results 
were obtained: films 8, delayed cultures 24, direct 
cultures 31; the period of delay ranged from 4 to 12 
hours. Ina second series of 4,230 specimens slides were 
positive in 3°%% and delayed cultures in 13%; gonococci 
were detected in smear and culture in 99 cases, in smear 
only in 22 cases, and in cultures only in 454 cases; the 
period of delay ranged from 4 to 48 hours. In two other 
series, one from a venereal diseases clinic and the other 
from an institution, 32 and 9°% of cultures and 6 and 4% 
of smears were positive. 

It is concluded that Hirschberg’s medium is reliable 
for delayed culture of gonococci from female patients. 

T. E. Osmond 


1941. So-called Penicillin-resistant Gonococcal Infec- 
tions, a Clinical and Laboratory Study 

A. COHN, I. GRUNSTEIN, R. GOLDBERG, and J. CRANE. 
American Journal of Syphilis, Gonorrhea and Venereal 
Diseases [Amer. J. Syph.] 33, 86-90, Jan., 1949. 3 refs. 


This is an account of a re-appraisal of penicillin 
therapy in gonorrhoea undertaken in the Research Clinic 
of the New York City Department of Health. During 
the years 1946 to 1948, 66 patients, 57 males and 9 
females, were referred because of failure of penicillin 
treatment by city clinics to the Research Clinic, and in 
51 gonococci were found on culture or ina smear. None 
was declared free of infection until three examinations 
over a period of 2 to 3 weeks had yielded negative 
results. Of the 51 infected patients, 27 admitted expo- 
sure to risk since their previous treatment, 19 denied 
such a risk, and 5 patients gave no reliable information. 

The authors consider an average observation period 
of 19-8 days with an average number of 3-8 cultural 
examinations to be adequate proof of cure. Of the 34 
patients who satisfied these criteria on re-treatment, 31 
were apparently cured by a single injection of 150,000 
to 300,000 units of penicillin in water-oil emulsion, the 
remaining 3 requiring 2 or 3 injections of varying 
amounts. No penicillin-resistant case was observed, 
but in vitro studies of the various strains of gonococci 
encountered showed a wide range of penicillin sensitivity 
and it appeared that this strain variation was probably 
one of the factors determining the need in some cases for 
larger amounts of the antibiotic to bring about a cure. 
Thus, out of a total of 111 strains tested, including 15 
obtained from patients in whom initial treatment had 
failed, none was‘ found to be completely penicillin- 
resistant and a higher dosage was all that was necessary 
for cure. 


DISEASES 


[The duration of infection and the consequent possi- 
bility of varying degrees of acquired immunity do not 
appear to have been considered in this study.] 

G. L. M. McElligott 


OTHER VENEREAL DISEASES 


1942. Ambulatory Treatment of Granuloma Inguinale 
with Streptomycin 
A. Jacospy, T. ROSENTHAL, and N. SoBeL. American 
Journal of Syphilis, Gonorrhea and Venereal Diseases 
[Amer. J. Syph.] 33, 76-79, Jan., 1949. 10 refs. 


The treatment as out-patients with streptomycin is 
reported of 37 patients with granuloma inguinale, con- 
firmed in all cases by the presence of Donovan bodies 
in specimens from the diseased areas. The ages of the 
26 males were between 19 and 50 and of the 11 females 
between 18 and 36. In 12 cases the patient also had 
syphilis; one had gonorrhoea, one chancroid, and one 
erosive balanitis. The duration of the disease ranged 
from 1 month to 10 years and 16 patients had had pre- 
vious treatment with antimonials. 

Treatment with from 2 to 6 ml. daily of a preparation 
of streptomycin in oil and beeswax (300,000 units per 
ml.) to a total of 15 to 20 g. was given to 4 patients, of 
whom 3 were cured and remained well after 3 to 4 
months and one relapsed after 1 month but responded 
to re-treatment with streptomycin in aqueous solution. 
Of 33 patients given 3 g. of streptomycin daily in 6 ml. 
of an aqueous preparation, the dose being divided be- 
tween the two buttocks, to a total of 10-5 to 51-0 g. 
over a period of 6 to 29 days, 30 were healed in 9 to 59 
days and 27 remained healed after an observation period 
of 1 to 5 months. Of the remaining patients one re- 
lapsed 2 months after receiving 36 g.; another, 9 weeks 
after 39-4 g.; and a third, 3 weeks after 20 g. (2 of these 
patients healed on re-treatment); 2 others were untraced, 
and one was still being treated at the time of reporting. 

R. R. Willcox 


1943. Streptomycin Therapy of Chronic Granuloma 
Inguinale 

M. H. Samitz, P. N. Horvatu, P. P. Mort, and H. 
BEERMAN. Journal of Investigative Dermatology [J. invest. 
Derm.] 12, 85-93, Feb., 1949. 2 figs., 5 refs. 


Nineteen cases of chronic granuloma inguinale, in 
which lesions had been present for from 15 months to 
21 years, were treated by a routine course of 0°5 g. 
streptomycin (calcium chloride complex) every 3 hours 
to a total of 20 g. in 5 days. Rapid healing followed in 
all patients, and there were no recurrences in a follow-up 
lasting for from 6 to 15 months. There was one 
recurrence within 3 months among 4 patients treated 
with a total of 10 g. of streptomycin. James Marshall 


1944. The Possibility of Blood Bank Transmission of 
Lymphogranuloma Venereum Infection 

L. T. WRIGHT. American Journal of Syphilis, Gonorrhea 
and Venereal Diseases [Amer. J. Syph.] 33, 230-281, May, 
1949. 3 refs. 


_ See Section Genito-Urinary Disorders, Abstract 1952. 
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Disorders of the Genito-Urinary System 


1945. On the Artificial Kidney. II. Some Clinical 
Experiences and Problems in the Treatment of Uraemia. 
(Om konstgjord njure. II. Nagra kliniska erfarenheter 
och problem vid uremibehandling) 

N.ALWALL. Nordisk Medicin [Nord. Med.} 41, 411-416, 
March 4, 1949. 6 figs., 3 refs. 


The types of apparatus used by the author in the treat- 
ment of uraemia have already been described (Acta med. 
scand., 1947, 128, 317 and Nord. Med., 1948, 40, 2365). 
This paper reports the results obtained in cases of acute, 
subacute, and chronic glomerulonephritis, chronic 
pyelonephritis, cystic kidney, nephrosclerosis, uterine 
cancer, mercury poisoning, and shock. Case reports 
of 22 patients are submitted. Dialysis was used without 
external negative pressure on the membrane. The author 
stresses the importance of inserting cannulae the day 
before starting the treatment in order to avoid untoward 
effects of heparinization. The total dialysing surface 
should vary from 3,600 to 6,500 sq. cm. and a circula- 
tion rate of 10 litres per hour should be attained in the 
most favourable conditions. 

In the cases described a blood transfusion of 500 to 
600 ml. was given before treatment to prevent blood 
volume changes, and the total base and bicarbonate 
content of the blood was adjusted if necessary. The salt 
solution on the outer side of the membrane was replaced 
every 2 hours during treatment, less than 24 hours’ 
treatment usually sufficing to relieve a severe intoxica- 
tion. The non-protein nitrogen content of the blood 
was used as a measure of the degree of intoxication and 
fluid exchange was calculated by weighing the patient 
during treatment. 

The author claims that the type of apparatus which 
he has recently perfected is the most suitable form of 
artificial kidney, and that in some of the cases described 
complete recovery or prolongation of life may be 
attributed to its use. E. F. McCarthy 


1946. Experimental Glomerulonephritis. (Glomérulo- 
nefritis experimental) 

E. Acevepo D., E. Bapinez S., A. RABAH F., and J. 
SAFIAN. Revista Médica de Chile [Rev. méd. Chile] 77, 
7-24, Jan., 1949. 13 figs., 29 refs. 


The authors’ technique for the production of diffuse 
glomerulonephritis was based on the work of Mazugi 
and of Smadell. An antiserum to rabbit’s kidney was 
made by injecting into geese a saline extract of rabbit 
kidney from which all blood had been removed by 
perfusion. A precipitation reaction was used to deter- 


mine the anti-rabbit-kidney titre of this serum, and it 
was found that after 35 injections a titre of 1 in 256 was 
obtained. However, despite every precaution, this 
serum had a haemolytic titre of 1 in 512, and, although 
it was shown that its presence did not affect the main 
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trend of the experiment, this haemolytic element was in 
every case adsorbed with washed rabbit cells before the 
serum was employed. A single large dose (4 to 10 ml.) 
of the goose serum injected intravenously into rabbits 
caused an acute diffuse glomerulonephritis, while 
repeated small doses (1 to 2 ml. to a total of 12 ml.) 
produced a chronic form. In both cases the histological, 
urinary, blood-chemistry, and blood-pressure findings 
were very similar to those in the human form of the 
disease. They believe that glomerulonephritis is an 
allergic response, and that the initiating factor is an 
arteriolar spasm in the kidneys; the consequent libera- 
tion of renin leads to the formation of hypertensin in 
the blood, and in this way the vasoconstriction is main- 
tained. It is thus implied that the process is reversible 
in its early stages. In support of this theory the authors 
adduce evidence that measures which produce vaso- 
dilatation in the kidneys can, if applied early enough, 
reverse the action of the antiserum and, by breaking 
into the vicious circle described, prevent the development 
of the progressive lesions of chronic glomerulonephritis. 
To this end three experiments were carried out: blocking 
of the splanchnic nerves by daily injections of 1% pro- 
caine hydrochloride; decapsulation of the kidney with 
phenolization of the renal pedicle; and daily treatment 
for 2 hours by infra-red irradiation in the lumbar region. 
All three measures appeared to have a favourable 
influence on the animals so treated. George Hickie 


1947. Consideration of Glomerular Nephritis in its 
Relation to Sulfonamide Sensitivity 

R. H. Ricpon, W. H. Sippon, and D. E. FLetcuHer. 
American Journal of Medicine [Amer. J. Med.] 6, 177- 
187, Feb., 1949. 5 figs., 28 refs. 


Three cases are described in which glomerulonephritis 
was found at necropsy combined with localized arterial 
lesions resembling those of periarteritis nodosa. All 
3 patients had received a drug of the sulphonamide group 
during their illness. In the first case, in a woman aged 
35 years, lesions of chronic active glomerulonephritis 
were combined with arterial lesions in the spleen and with 
cellular infiltration of the mitral valve: she had shown 
symptoms of intolerance to a sulphonamide drug earlier 
in her illness. The second case was in a man of 39 years, 
who had acute non-haemolytic streptococcal endocarditis 
of the tricuspid valve, subacute active glomerulonephritis, 
and arterial lesions in the colon; he had received two 
sulphonamide drugs during his illness but had not shown 
any clinical signs of intolerance. The third patient, a 
girl of 17 years, had an acute Streptococcus viridans 
endocarditis of the pulmonary valve and subacute active 
glomerulonephritis; some of the small blood vessels in 
the kidney were involved in necrosis and cellular infiltra- 
tion; she had shown symptoms of intolerance to a 
sulphonamide drug. The authors discuss the inter- 
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relationship of glomerulonephritis, periarteritis nodosa, 
and rheumatic fever as manifestations of hypersensitivity 
and the possible role of sulphonamides in their own and 
other cases. A. R. Kelsall 


1948. The Prognosis of Acute Nephritis. (Prognosen 
ved nephritis acuta) 

J. Oster. Nordisk Medicin [Nord. Med.] 41, 204-211, 
Feb. 2, 1949. 1 fig., 30 refs. 


The author has analysed the records of the 243 cases 
of acute nephritis admitted to the Aarhus Kommune- 
hospital between 1922 and 1939. Upper respiratory 
infection preceded the onset in 74:1% of cases, the 
average latent period being 13 days, or 21 days in the 
cases of scarlet fever. In this series 81-8% of the patients 
were under 25 years of age, and the total mortality was 
1-2%. Of the 191 patients resident in the town 137 have 
been traced, the shortest period since discharge being 
5 years. Twelve of these patients have died, 8 of them 
from kidney disease. The 125 survivors have been 
thoroughly examined with a view to assessing their 
kidney function, and chronic nephritis has been diag- 
nosed in only 3. A further 14 were found to have 
hypertension but showed no sign of renal impairment. 
Thus, of the 137 patients who recovered from the acute 
phase, chronic nephritis developed in 11 (8%) and 8 of 
these died of the disease; 89-5% recovered completely, 
though in 14 patients (10%) the blood pressure became 
raised. In 4 cases (2-5%) the cause of death is not 
known. Of the 14 patients who died in the acute phase 
or developed chronic nephritis, only 3 showed the 
classical ‘* post-infective’’ onset. The author con- 
cludes that acute nephritis of insidious onset carries a 
worse prognosis than the usual type. B. Nordin 


1949. Streptomycin in Non-tuberculous Urinary Infec- 
tions 

C. A. Wetts and R. Marcus. British Journal of 
Urology (Brit. J. Urol.] 21, 68-77, March, 1949. 2 figs., 
30 refs. 


A series of 13 cases of urinary-tract infection were 
treated with streptomycin. Most of the cases had 
previously been treated by urinary acidification, followed 
by alkalinization, further acidification together with a 
course of mandelates, then a course of sulphonamides, 
and finally a course of penicillin. By this means cases 
in which the infection was responsive to other methods 
of treatment were eliminated or the infection was 
simplified so that the only infective organisms remaining 
were those resistant to the foregoing drugs. When 
surgical treatment was required, it was carried out before 
the institution of streptomycin therapy. Case reports 
are given of the 13 residual infections treated with 
streptomycin. 

[While this plan may be regarded as a severe test of 
the value of streptomycin, it may also be considered as 
a test of a combined therapy in which streptomycin was 
employed in order to administer the final coup de grace 
to organisms resistant to other methods of attack. The 
last drug should not be given all the credit for the cure.] 


The dose of streptomycin was relatively small, 0-5 g. 
[not grains, as printed in the conclusion] being given every 
6 hours to a total of 4 g., followed by a final dose of 
1 g. 6 hours later. With these doses toxic effects were 
minimal. The organisms isolated in these residual 
infections were Proteus vulgaris, Pseudomonas pyocyanea, 
Friedlander’s bacillus, and Bacterium coli resistant to 
sulphonamides. All these organisms are of course 
resistant to penicillin. One patient died from miliary 
tuberculosis, and one infection remained unimproved. 
In all the other cases there was a gratifying response to 
streptomycin, the infection being controlled and in most 
cases eliminated. 

[The importance of this short series of reports lies in 
the demonstration of the efficacy of streptomycin against 
these four organisms, which commonly infect the genito- 
urinary tract and which are resistant to treatment by 
both sulphonamides and penicillin.] | James Kemble 


1950. Repeated Nephrotic Episodes with Normal Urine, 
Serum Protein and Cholesterol in the Edema-free Intervals 
H. A. Derow. New England Journal of Medicine |New 
Engl. J. Med.| 240, 131-134, Jan. 27, 1949. 10 refs. 


This paper contains a detailed description of a patient 
who suffered from nephrotic episodes. These occurred 
in 1933, 1934-5, and 1945. Inthe intervals between these 
episodes no abnormality could be found in the urine, in 
the serum protein, or the blood cholesterol, and the 
oedema disappeared. Two of these episodes appeared 
to have an infective origin. Alan Kekwick 


1951. Transfers of Potassium in Renal Insufficiency 

J. R. ELKINTON, R. TARAIL, and J. P. Peters. Journal 
of Clinical Investigation [J. clin. Invest.] 28, 378-388, 
March, 1949. 2 figs., 41 refs. 


1952. Streptomycin in Non-gonococcal Urethritis 
R. R. Wittcox. Lancet [Lancet] 1, 395-396, March 5, 
1949. 6 refs. 


The response of non-gonococcal urethritis to penicillin 
and the sulphonamides is variable, and early reports of 
the use of streptomycin in small numbers of such cases 
are consequently of interest. The author records his 
results with a single injection of streptomycin in 4 severe 
and 3 mild cases of non-gonococcal urethritis. The 
dose varied from 0-2 to 1-0 g. Simple bacteriological 
cultures of the urethral and prostatic secretions were 
made in all cases, but search for pleuropneumonia-like 
organisms was omitted. Staphylococcus albus was 
isolated in every case, and Bacterium coli was identified 
in each of the 4 cases which showed a definite clinical 
response to streptomycin. In 2 cases relapse occurred 
after a dramatic response to a single injection, but a 
further injection again produced clinical cure. In the 
3 patients in whom there was little or no response only 
minimal symptoms appeared and little, if any, evidence 
of infection was found. [These may well have been 
suffering from traumatic urethritis only.] 


S. M. Laird 
See Section Cardiovascular Disorders, Abstract 1819. 
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Disorders of the Locomotor System 


1953. Intravenous Procaine in the Management of 
Arthritis. (An Interim Report) 

D. J. GRAUBARD and M. C. PETERSON. Connecticut 
State Medical Journal [Conn. med. J.] 13, 33-36, Jan., 
1949. 13 refs. 


The results of intravenous procaine infusions are 
assessed in 165 cases of arthritis. The solution used was 
0-1% procaine hydrochloride in normal saline, generally 
with 1 g. of ascorbic acid added to 1,000 ml. of solution. 
The amount given was 4 mg. of procaine hydrochloride 
per kg. body weight, the infusion taking 20 minutes. No 
premedication was given, and in over 3,000 cases there 
is no record of morbidity or fatality. Of the cases under 
review, 22 are of traumatic arthritis, 110 of osteo-arthritis, 
and 33 of rheumatoid arthritis. In the majority of cases 
there were relief of pain and improved mobility for 
varying periods after the infusions, but the results were 
less satisfactory in the cases of rheumatoid arthritis. It 
is concluded that intravenous procaine therapy is a safe 
procedure and may be a useful adjuvant in the manage- 
ment of arthritis. Kathleen M. Lawther 


1954. Scapulo-humeral Periarthritis of Rheumatic Origin. 
(La périarthrite scapulo-humérale rhumatismale) 

V. R. Orr and J. WEIDERKEHR. Revue du Rhumatisme 
[Rev. Rhum.] 16,. 187-195, May, 1949. 4 figs., 24 refs. 


The pathology of periarthritis of the scapulo-humeral 
joint is discussed, and a hypothesis suggested that in 
those cases in which the affection is not due to trauma 
the essential condition is ischaemia of periarticular 
structures. Methods of treatment are reviewed. The 
authors have found that the most effective measure 
during the acute phase of the disorder is the local 
application of cold. Kenneth Stone - 


1955. Intensive Chrysotherapy (with Lauron) in Rheu- 
matoid Arthritis 

H. H. FRIEDMAN and O. STEINBROCKER. New England 
Journal of Medicine [New Engl. J. Med.| 240, 362-366, 
March 10, 1949. 7 refs. 


The effect of large doses of aurothioglycanilide 
(“ lauron ’’) over a short period is assessed in 18 consecu- 
tive cases of rheumatoid arthritis seen in an out- 
patient clinic, and both early and advanced cases were 
included. Thorough investigation of each patient was 
carried out before treatment, and all were admitted to 
hospital for close observation during the period of the 
injections and were observed at intervals for about one 
year after treatment. One case of severe and one of 
mild exfoliative dermatitis occurred as a complication. 
In one case complete remission, and in 2 cases slight 
improvement, occurred as an immediate result of treat- 
ment, and in 2 cases remission of signs and symptoms 
occurred 3 and 6 months respectively after treatment 
had ceased. The remaining 13 patients received no 
benefit at all. The authors conclude that large doses of 


lauron over a short period do not appear to have any 
spectacular effect on the disease, and they do not intend 
to continue the investigation. | Kathleen M. Lawther 


1956. Specificity of Differential Sheep Cell Agglutination 
Test in Rheumatoid Arthritis 

S. E. Suckin, R. M. Pike, and H. C. CoGGESHALL. 
Proceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N.Y.] 70, 475-479, 
March, 1949. 6 refs. 


The application of the differential sheep-cell agglutina- 
tion test in rheumatoid arthritis is described, and results 
obtained in patients and controls are recorded. From 
these it is concluded that the test is of limited diag- 
nostic value, though it may reflect to some extent the 
activity of the disease. D. P. Nicholson 


~ 


1957. Histopathology of the Intrinsic Muscles of the 
Hand in Rheumatoid Arthritis: A Clinico-pathological 
Study 

O. C. KestLer. Annals of Rheumatic Diseases [Ann. 
rheum. Dis.] 8, 42-58, March, 1949. 17 figs., 19 refs. 


During reconstructive operations on arthritic hands 
biopsy specimens were taken from the available tissues, 
and this article details the findings in 11 cases. Rheuma- 
toid granulation tissue was extensive, involving the exten- 
sor apparatus, fibrous attachments, and joint capsules. 
The synovia showed excessive villous hypertrophy and 
nodular inflammation; in cartilage there was peripheral 
erosion, and in juxta-articular bone marrow round-cell 
infiltration. In addition the intrinsic muscles of the 
hand showed extensive inflammation, degeneration, and 
collagenous tissue changes. The author could find no 
evidence that the previous administration of gold had 
had a marked effect on the lesions, which he considers 
to be primarily responsible for the characteristic deformity 
of the hand in rheumatoid arthritis. D. P. Nicholson 


1958. Effect of Roentgenotherapy on Urinary 17-Keto- 
steroid Excretion in Ankylosing Spondylarthritis 

R. A. Davison, P. Koets, and W. C. Kuzeti. Journal 
of Clinical Endocrinology [J. clin. seeeeeinete 9, 79-88, 
Jan., 1949. 6 figs., 14 refs. 


These authors reported in 1947 that in all of 13 males 
suffering from ankylosing spondylitis there was increased 
urinary excretion of 17-ketosteroids. They now report 
further studies in 31 males and 4 females, including the 
effect of x-ray therapy. Excretion was increased in all 
patients. The average amount excreted in normal males 
is 14 mg. in 24 hours; in spondylitis the average figure 
was 26-7 mg. and figures up to 40 to 50 mg. were recorded. 
Only when there was great exhaustion did excretion fall 
to low values. After the completion of x-ray therapy 
high levels were still found, although symptoms and 
signs of the disease had abated. Kenneth Stone 
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Neurology 


1959. Paroxysmal Lacrimation (Syndrome of Crocodile 
Tears) and its Surgical Treatment. Relation to Auri- 
culotemporal Syndrome 

F. C. Boyer and W. J. GARDNER. Archives of Neurology 
and Psychiatry [Arch. Neurol. Psychiat., Chicago] 61, 
56-64, Jan., 1949. 2 figs., 17 refs. 


The phenomenon of unilateral discharge of tears 
during eating has been called paroxysmal lacrimation 
and usually occurs as a sequel of facial nerve palsy. 
The authors record 3 cases, in the first of which the 
patient developed a complete facial palsy after operative 
section of the eighth nerve for aural vertigo. It began 
to improve after 6 months and the paralysis was replaced 
by spasm; with the return of motor function, excessive 
lacrimation occurred and tears coursed down the cheek 
whenever she ate. Resection of the greater superficial 
petrosal nerve was performed with permanent relief. 
The second patient had had an intracranial ligation of the 
left middle meningeal artery, and later a section of the 
greater superficial petrosal nerve, for relief of attacks of 
intense left hemicrania. These afforded him some 
temporary relief, but 18 months later he again complained 
of severe bouts of headache accompanied by excessive 
lacrimation. It was assumed that the lesser superficial 
petrosal nerve (a branch of the ninth nerve) had been 
divided at the same time and that regenerating secretory 
fibres from this nerve had become misdirected into the 
greater superficial petrosal. The ninth nerve was 
therefore divided in the posterior fossa with relief. 
The third patient complained of bouts of intense uni- 
lateral pain with profuse lacrimation from the same eye. 
Again the middle meningeal artery and greater super- 
ficial petrosal nerve were divided. After 4 to 5 months, 
he developed copious overflow of tears when eating, 
and this also was cured by section of the ninth nerve. 

The authors suggest that the syndrome is caused by 
misdirection of regenerating secretory fibres destined for 
the parotid, but forming instead a connection with the 
lacrimal gland. N. S. Alcock 


See Section Infectious Diseases, Abstract 2014. 


CENTRAL NERVOUS SYSTEM 


1960. Senile Deterioration of the Central Nervous 
System. A Clinical Study 

T. H. Hower. British Medical Journal (Brit. med. J.} 
1, 56-58, Jan. 8, 1949. 3 refs. 


The author examined 200 healthy Chelsea pensioners 
to ascertain the changes due to increasing age found on 
clinical examination of the nervous system. In those 
over 70 there was a definite fall in incidence of all 
reflexes, but no further decrease, except in the ankle 
jerks, until the age of 85. The vast majority of the 


plantar responses were normal. The abdominal re- 
sponses .were elicited less regularly, the average being 
under 50%. Loss of strength seemed to be corre- 
lated with increase in age. Vibration was seldom 
appreciated over the sacrum, and at the knees in 50% only; 
70°, felt it at the ankles. The reactions of the pupils 
were often abnormal. N. S. Alcock 


1961. Optokinetic Response and Intracranial Lesions 
D. G. CoGAN and D. R. Logs. Archives of Neurology 
and Psychiatry [Arch. Neurol. Psychiat., Chicago] 61, 
183-187, Feb., 1949. 21 refs. 


The optokinetic response was elicited in 90 patients 
with a structural cerebral disease. The usual technique 
of a rotating drum was used. The optokinetic nystagmus 
was interpreted as abnormal when on rotating the drum 
in the two directions there was a grossly evident and 
constantly present difference of response, or when no 
response could be elicited in either direction. The 
location of the cerebral lesion could be verified by necropsy 
or at operation or by indisputable clinical signs and 
symptoms. Abnormalities of the optokinetic nystagmus 
were observed in 58 patients with lesions predominantly 
of the posterior or middle part of the cerebrum, but also 
in 2 cases with involvement of the anterior part exclusively. 
With one exception the deficiency of the optokinetic 
response was evident when the drum was rotated towards 
the side of the lesion. In patients with involvement of 
the brain stem, cerebellum, and cerebello-pontine angle, 
the response, when present, was variable as regards 
direction, and sometimes was directed towards either 
side. Abnormalities in the response seemed not to 
depend on involvement of the visual pathway, although 
lesions in the posterior and middle portions of the cerebral 
hemisphere are more apt to produce an abnormal re- 
sponse. Abnormal behaviour of the optokinetic response 
was associated with other neurological signs in the 
following order: homonymous hemianopsia, hemi- 
paresis, nystagmus, deviation of eyes when the lids 
are closed, alexia, motor aphasia, and astereognosis. 

F. F. Kino 


1962. Electromyographic Study of Defects of Neuro- 
muscular Transmission in Human Poliomyelitis 

R. Hopes. Archives of Neurology and Psychiatry [Arch. 
Neurol. Psychiat., Chicago] 60, 457-473, Nov., 1948. 
10 figs., 21 refs. 


Electromyographic studies were made of 22 patients 
suffering from chronic poliomyelitis (the acute attack 
having occurred between 2-8 and 11-4 years previously) 
by percutaneous application of the electrodes to the motor 
nerves of the forearm, hand, leg, and foot. All the 
muscles examined were clinically paretic and showed 
various degrees of wasting. In one-third of the trials no 
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muscle potentials could be detected. In the remaining 
two-thirds the action potentials in response to a single 
maximal shock to the motor nerve were much smaller 
than those from corresponding normal muscles. The 
diphasic response remained usually of constant form and 
its amplitude did not vary very much. In a few cases, 
however, there was a gradual decline in size of the action 
potential, resembling the effect produced in myasthenia 
gravis by giving insufficient intervals of rest between 
successive muscular exertions. Repetitive nerve stimula- 
tion (0-2 to 19 times per second) produced a progressive 
reduction in size of the action potential, a phenomenon 
not observed in normal muscles. In 3 patients the 
electromyograms of voluntary muscular activity suggested 
that the activity registered was that of a single motor unit. 
Close analysis of the electromyograms obtained, to- 
gether with observations that the effect of neostigmine 
on the action potential in 6 of the patients resembled 
that found in myasthenia gravis, seems to indicate that 
the specific pathological process of poliomyelitis is not 
confined to the motor neurones of the spinal cord, but 
also involves the peripheral structures of the myo-neural 
junction. F. F. Kino 


1963. Studies on Disseminated Sclerosis. With Special 
Reference to Symptomatology, Course and Prognosis. 
[In English] 

R. Mutter. Acta Medica Scandinavica [Acta med. 
scand.| Suppl. 222, 1-214, 1949. 15 figs., bibliography. 


This is an exhaustive monograph based on 1,850 cases 
of disseminated sclerosis occurring in Sweden between 
1920 and 1945. (Excluding all doubtful cases and those 
geographically inaccessible, the series is finally reduced 
to 810 cases.) The author has followed these up and 
either personally re-examined the patients, if alive, or 
interviewed the relatives and verified the time and cause 
of death. 

The symptoms, duration of illness and invalidism, and 
course of the disease are fully analysed. [This is too 
exhaustive a study to allow of full abstracting, but the 
following points are among the more interesting.] Of 
the 810 patients 357 (44%) are men and 453 (56%) 
women; the age of onset ranges from 8 to 50, rising 
steeply to a sharp peak at 20 and falling more gradually. 
In 22°% the disease started before 20 and in 30% between 
20 and 24 years. The incidence of symptoms is much 
as would be expected. Thus, optic neuritis occurs in 
54°, facial palsy in 16%, trigeminal neuralgia in 2%, 
epilepsy in 6%, and aphasia in 1%. The degree of 
remission of each symptom is analysed. The prognosis 
is most favourable with disturbance of cranial nerves or 
sensibility; these symptoms receded entirely after their 
first appearance in 76% of cases, but motor disturbances 
in not more than 30%, sphincter disturbances in only 
13°, and dysarthria practically never. 

The author distinguishes between remittent bouts and 
progressive ones. After the former the symptoms 
improve to some extent withina month. If the symptoms 
progress for a year only 6°% of them remit and the author 
therefore defines a progressive bout as one in which 
symptoms do not remit within a year. He shows that 


there is a strong tendency for successive bouts to resemble 
each other. If the condition starts with cranial nerve 
disturbances, then both the second and third bouts will 
probably also be of cranial nerve type, and the same 
holds true of sensory and motor types. Of the patients, 
6% die in the first 5 years, 16% in 10 years, and 34% in 
20 years. From this, the author estimates that the 
average duration of the disease is between 16 and 34 
years. However, 40% become invalids during the first 
5 years, 50% in 10 years, and 65% after 15 years; the 
average duration of the illness before invalidism lies 
between 12 and 16 years. 

The prognosis is worse when onset is late; 5 years 
after onset 23° of patients under 25 years have become 
invalids, against 83°%% of those who became ill at 35 years 
or more. The initial symptoms are of significance as 
regards the development of invalidism. The risk of 
becoming an invalid during the first 5 years is consider- 
ably greater when the condition begins with motility 
disturbance (64%) than with either cranial nerve (28°%) 
or sensory nerve involvement (37%). Thus of patients 
under 25 with cranial nerve lesions 16% become invalids 
in 5 years, whereas of those over 25 with motor dis- 
turbances first 81°, become invalids. 

The author has also carefully investigated the effect 
of childbirth. This would seem to be of no significance 
in connexion with the occurrence of the disease, nor 
does it influence unfavourably the prognosis of the 
already manifest disease. N. S. Alcock 


1964. The Occurrence of Post Infectious Nervous 
Complications and Allied Disorders in Sweden. [In 
English] 

F. MOLLER. Acta Medica Scandinavica [Acta med. 
scand.| Suppl. 224, 1-58, 1949. 1 fig., 12 refs. 


This paper is based on hospital returns of cases of 
encephalitis which occurred in Sweden between 1929 
and 1935. The notifications included all types of non- 
purulent infections of the nervous system, but polio- 
myelitis has been excluded. Disregarding unsatisfactory 
cases and incomplete reports, the author studied 490 cases, 
which he divided into four groups: those developing 
in connexion with specific fevers, 98; those following 
vaccination, 28; those following catarrhal infection, 80; 
and those arising spontaneously, 284. He analyses 
these cases in detail. 

No evidence was found to suggest an epidemic, though 
according to a few reports 2 or 3 cases occurred at the 
same time. The disease usually had an acute onset; in 
most cases there was fever, but the erythrocyte sedimenta- 
tion rate was normal in a large number. The cerebro- 
spinal-fluid findings were very variable, as was also the 
course of the disease. Recurrences were not uncommon, 
and the author comments that in these cases the symptoms 
resembled those of disseminated sclerosis. Some 25% 
of patients had residual objective symptoms, but there 
was no mention in the reports of the final condition in 
32% of the cases. The mortality in the whole series 
was 9%, but in the post-vaccinal cases alone it was 25%, 
the majority occurring within a few days to a week after 
the first neurological symptoms had appeared. The 
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pathological reports were scanty and do not permit of 
any conclusions. 

From a neurological point of view, the frequency of 
focal symptoms arising from the lower part of the brain 
stem was remarkable. There were also a number of 
cases of lymphocytic meningitis. 

[This paper shows clearly the great limitations of this 
type of research. No attempt was made to follow up 
any of the patients. The translation from the author’s 
original is less fluent than is usual with Swedish papers.] 

N. S. Alcock 


1965. Severe Bilateral Papilledema of Indeterminate 
Etiology with Report of Twelve Cases. [In English] 

J. C. Yaskin, R. A. Grorr, and H. A. SHENKIN. Con- 
finia Neurologica [Confin. neurol., Basel] 9, 108-128, 
1949. 10 refs. 


In most cases a severe bilateral papilloedema presents 
few diagnostic problems and indicates a space-occupying 
intracranial lesion:or, less frequently, an infection in the 
temporal bone or paranasal sinuses. In this paper a 
description of 12 cases of severe papilloedema is given 
in which the usual aetiological factors could be excluded 
and no definite diagnosis was possible, despite extensive 
neurological investigation. The group consisted of 
7 females and 5 males whose ages ranged from 8 to 45 
years. In all, the papilloedema was bilateral and 
approximately equal in degree, 7 patients having 
papilloedema of 4 to 5 dioptres, 4 of 2 to 4 dioptres, 
and the remaining one an elevation of 10 dioptres in one 
eye and 8 in the other; with the exception of this last 
case visual acuity was not impaired. In all but one 
case the pressure of the cerebrospinal fluid was consider- 
ably increased, but in 2 cases only was there an increase 
of proteins and cells. The majority of patients were 
free from any signs of focal disease of the nervous system. 
In 5 cases there were scanty neurological signs which 
were at first thought to be caused by a tumour, but 
further observation and ventriculography did not con- 
firm this preliminary diagnosis. In 8 out of the 10 
cases in which air encephalography was performed there 
was evidence of increased intracranial pressure, but in 
none of the ventriculograms was there any distortion of 
the ventricular system. Of the 12 patients, 2 died, one 
from rheumatic heart disease several months after the 
papilloedema had subsided. In the other case, apart 
from severe asthenia, no definite cause of death could be 
established. No necropsy was carried out. Of the 
remaining 10 patients 5 recovered completely and in 5 
the condition remained stationary with varying degrees 
of optic atrophy. 

Discussing this group of cases the authors do not 
exclude the possibility of a toxic or infective aetiology. 
In some cases the cerebrospinal-fluid findings suggested 
an atypical Guillain-Barré syndrome, but in most of the 
cases it is considered that the principal factor was a 
disturbance of the mechanism of production and circula- 
tion of the cerebrospinal fluid resembling an allergic 
condition in other parts of the body. Because of the risk 
of secondary optic atrophy, the authors advocate sub- 
temporal decompression in all cases in which progress is 


unsatisfactory, regardless of the inability to establish a 
definite diagnosis. J. T. Leyberg 


1966. Cranio-facial Pain. (Les algies cranio-faciales) 
O. Gopin. Acta Oto-Rhino-Laryngologica Belgica [Acta 
oto-rhino-laryng. belg.] 3, 1-224, 1949. Bibliography. 


See also Section Anatomy and Cytology, Abstract 
1623. 


1967. Folic Acid in the Treatment of the Nervous Syn- 


' drome of Pernicious Anaemia. Study of the Behaviour of 


Vibration Sense. (O dacido fdlico no tratamento da 
sindrome nervosa da anemia perniciosa. Estudo do 
comportamento da sensibilidade vibratéria) 

M. A. JAMRA, H. M. CANneLaAs, J. M. T. BitreN-Court. 
Arquivos de Neuro-Psiquiatria [Arch. Neuro-psiquiat., S. 
Paulo] 6, 301-333, Dec., 1948. 27 figs., 41 refs. 


The authors discuss at some length the uses of folic 
acid, the various changes which take place in vibration 
sense in different neurological conditions, and the 
methods employed for detecting such changes. Reference 
is made to the fact that folic acid has been found of little 
use in subacute combined degeneration. 

[Sensitivity to the vibration of four tuning forks, 
ranging in frequency from 32 to 256 vibrations per second, 
was estimated in 7 cases of subacute combined degenera- 
tion treated with folic acid over a period of 71 to 114 days. 
It was found that loss of vibration sense was more 
marked in the distal parts of the limbs, indicating 
degenerative changes in the gracilis column; it was also 
noted that there might be loss of high-frequency vibration 
sense although it was retained for lower frequencies. 
Folic acid was found to be less active than liver extract 
in improving the blood picture, but the neurological 
symptoms improved considerably in 2 cases and 
moderately in 3 cases, remaining unchanged in the 
remaining 2 cases. [An obvious criticism is that the 
cases were not followed up for a sufficient length of time.] 

Paul B. Woolley 


1968. Some Manifestations of Reflex Activity in Spinal 
Man with Particular Reference to the Occurrence of 
Extensor Spasm 

R. A. KUHN and M. B. Macurt. Bulletin of the Johns 
Hopkins Hospital [Bull. Johns Hopk. Hosp.| 84, 43-175, 
Jan., 1949. 19 refs. 


This paper deals with the reflex pattern in patients with 
complete spinal cord lesions who had survived for 2 years 
or more; 27 cases of verified complete transection were 
studied. The authors comment on the previously 
accepted view that patients with a complete lesion only 
show flexor spasm if some reflex activity is present. 
They suggest that the better physical condition and longer 
life made available by modern methods of treatment 
allow a further stage of reflex activity to appear. 

Of the 27 patients, 2 had flexor spasm alone, 2 flexor 
and extensor spasm in approximately equal degree, and 
18 predominantly extensor spasm. In 5 patients there 
was complete flaccidity below the level of the lesion. 
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The most typical progression of reflex activity after 
transection was: (1) spinal shock; (2) minimal reflex 
activity; (3) flexor spasm; (4) alternating flexor and 
extensor spasm; (5) predominant extensor spasm. The 
length of time that patients remain in each stage varies 
considerably. In general, stage 1 lasts for 1 to 6 weeks 
and stages 2 and 3 last for 6 weeks to 1 year; stage 4 
rarely begins earlier than 4 months after injury and 
usually ends within 1 year and stage 5 may appear as 
early as 6 months after injury and continue indefinitely. 
Extensor thrust could be elicited in a few patients and 
certain of the men with high cord lesions showed “* spinal 
standing’. The presence of extensor spasm is therefore 
not conclusive proof that division of the cord is 
incomplete. 

{Most of this paper consists of detailed accounts of 
the changes in reflexes and the evolution of each of the 
27 cases. No mention is made of the bladder condition, 
general health, or skin condition, which, one suspects, 
are prime factors in the time taken for passage from one 
stage to another.] N. S. Alcock 


BRAIN 


1969. The Mechanism of Convulsive Action of Intra- 
venous Acetylcholine in Man. (Sul meccanismo d’azione 
convulsivante dell’acetilcolina per somministrazione 
endovenosa nell’uomo) 

C. A. MARSAN, L. DI FORTUNATO, and M. G. F. FUorRTEs. 
Rivista di Neurologia [Riv. Neurol.] 18, 694-703, Nov.— 
Dec., 1948. 4 figs., bibliography. 


After studying the effects of intravenous injection of 
acetylcholine into 51 patients the authors suggest that 
there is a strict relation between the diminution of the 
blood circulation in the brain and the convulsions 
following injection; several authors have pointed out 
that the effect of acetylcholine upon neuronal activity is 
similar to the effect of anoxia. The authors therefore 
Suggest that acetylcholine may produce cerebral anoxia 
by reducing the cerebral circulation. F. K. Kessel 


1970. Torulosis of the Central Nervous System. Report 
of Two Cases 

P. M. DANiEL, F. SCHILLER, and R. L. Vottum. Lancet 
[Lancet] 1, 53-56, Jan. 8, 1949. 4 figs., 15 refs. 


Two cases of torulosis of the central nervous system 
are described, only 4 having been previously reported in 
Great Britain. The condition was first recognized in 
1895 and has been frequently diagnosed in America and 
Australia. Torula histolytica produces two types of 
brain lesion, diffuse chronic meningo-encephalitis or a 
circumscribed granuloma. The organism is a yeast-like 
fungus, which reproduces by budding; it is widespread 
and has been found in the mouth and on the skin of 
healthy people. The conditions under which it becomes 
pathogenic are not known. Any tissue may be affected 
but the central nervous system is involved in half the 
cases and the lungs probably in a similar number. The 
Organism is thought to gain entrance through the 
respiratory tract. The first patient died of diffuse 


meningo-encephalitis after 3 months’ illness. In the 
second case a toruloma was found at operation in the 
left cerebellum. There was no necropsy when the 
patient died a yearlater. This patient also had an opacity 
in the left lung thought to be of the same origin. In 
both these patients the spinal fluid was abnormal, with 


- excess of cells and protein. Torula may be found in the 


spinal fluid and in stained films has been mistaken for a 
lymphocyte. The organism is remarkably resistant to 
chemical agents, and cultures from the present cases 
were not inhibited in vitro by penicillin, streptomycin, 
or “soluthiazole”’ 4%, but were inhibited by crystal 
violet, propamidine, and soluthiazole 20%. 

Hugh Garland 


1971. Metachromatic Bodies in the Brain 

M. C. SmitH. Journal of Neurology, Neurosurgery and 
Psychiatry [J. Neurol. Neurosurg. Psychiat.] 12, 100-110, 
May, 1949. 6 figs., 19 refs. 


1972. Platybasia: With Case Report 

C. MaAyerszky. Journal of Neurology, Neurosurgery 
and Psychiatry {J. Neurol. Neurosurg. Psychiat.] 12, 
61-65, Feb., 1949. 2 figs., 32 refs. 


Platybasia, known also as basilar impression of the 
skull or basilar invagination, is an uncommon condition 
in which the flattening of the base leads to bulbo-spinal 
pressure syndromes. Primary basilar impression should 
be regarded as a defect in cranio-vertebral development, 
whereas secondary basilar impression may occur in any 
disease causing softening of the bones, such as Paget’s 
disease, rickets, and osteomalacia. The author gives a 
full description of various forms of platybasia, and 
describes in detail a case of secondary basilar impression 
of rachitic origin in which upper cervical laminectomy 
and suboccipital decompression relieved most of the 
symptoms. A young farmer aged 17 gradually developed 
weakness in all his limbs and difficulty in swallowing, 
accompanied by dizziness and attacks of nausea. On 
examination, evidence of rickets with marked lumbar 
lordosis, and a short neck with limitation of all move- 
ments, were found. A spastic quadriplegia was also 
present, accompanied by nystagmus and advanced 
atrophy of the muscles of both upper limbs with ataxia 
in all extremities. There was no sensory disturbance. 
Syringomyelia was suspected, but x-ray examination 
revealed that the angle between the sphenoidal planum 
and clivus (“the basal angle’’) was increased to 160 
degrees; the foramen magnum was asymmetrical, being 
narrowed and flattened. Secondary platybasia of 
rachitic origin was diagnosed, and upper laminectomy 
with suboccipital decompression performed. At opera- 
tion there were no signs of developmental malforma- 
tion of atlas or cervical vertebrae, such signs being always 
present in primary platybasia. The bone surrounding 
the foramen magnum was removed, and the cerebellar 
tonsils, which had been forced down into the spinal 
canal, were freed and lifted. The patient made an 
uneventful recovery, and 5 months later he was able to 
walk and returned to his work. Such good results can 
be expected in secondary platybasia only. In primary 
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basilar impression the developmental malformation of 
the skull is usually accompanied by malformation of the 
spinal cord; during operation the exposed part of the 
spinal cord must be carefully examined, and, if syringo- 
myelia is found, Puussepp’s operation should be 
performed at the same time. J. T. Leyberg 


1973. Vocalization and Arrest of Speech 

W. PENFIELD and T. RASMUSSEN. Archives of Neurology 
and Psychiatry (Arch. Neurol. Psychiat., Chicago] 61, 
21-27, Jan., 1949. 3 figs., 2 refs. 


Stimulation of the precentral gyrus may produce a 
clear sustained vowel cry. The authors have elicited 
this 51 times in 29 subjects and it has been obtained by 
stimulation of both the left and right hemispheres. The 
cortical area for vocalization is situated below the hand 
area and above that for swallowing, but seems to have 
no fixed relation to the sequence of the various elements 
of the face area. Arrest of speech, or the spontaneous 
statement on the part of the subject that he wanted to 
talk but could not, was produced by stimulation in much 
the same sensorimotor area as was vocalization, that is, 
the tongue, jaw, and especially the lip area, and also 
occasionally in an area extending down into that for the 
throat and swallowing. This arrest was produced 
equally easily in either hemisphere, and four times as 
frequently from the precentral as from the postcentral 
gyrus. 

In addition to this Rolandic (sensorimotor) zone, 
two other areas in the dominant hemisphere in which 
speech arrest was Obtained were: (1) The extrarolandic 
frontal zone, situated in one or two convolutions which 
constitute the frontal operculum immediately in front 
of the lower precentral gyrus (Broca’s area). The arrest 
seems to be due to interference with certain processes of 
thought which are necessary antecedents to speaking. 
Thus counting may be caused by stimulation in this area 
to slow down and then stop; the few numbers that the 
subject was about to utter are pronounced normally 
before he stops and he may afterwards explain his 
silence by saying that he could not think. (2) The 
extrarolandic parietal zone, found in the parietal cortex 
of the dominant hemisphere in front of the fissure of 
Sylvius and behind the postcentral gyrus. As in the 
frontal zone, stimulation here does not seem to paralyse 
any motor mechanism; it may interfere with correct 
choice of words although it does not prevent counting. 

N. S. Alcock 


1974. Red Softening of the Brain 

C. Fazio. Journal of Neuropathology and Experimental 
Neurology |J. Neuropath. exp. Neurol.| 8, 43-60, Jan., 
1949. 10 figs., 44 refs. 


The anatomical changes in red softening of the brain 
were studied in 20 cases, with comparable studies of 
ischaemic softening and of massive haemorrhage. A 
benzidine stain was used to demonstrate the vessels. In 
red softening the distribution of the lesion is that of the 
areas served by the vessels, mostly the middle cerebral 
artery and its branches. The focus is partly ischaemic 


and partly haemorrhagic. Red softening is always 
found in gray matter of the base or of the cortex, and 
ischaemic softening in the white matter, the latter being 
uniform and tending to necrosis. 

The red infarct is caused by diapedesis of erythrocytes 
resulting from stasis in the vessels; this may follow 
active vasodilation, or partial occlusion, spasm, or other 
vascular disturbance from cerebral or extracerebral 
causes such as anaemia, cardiac disorder, blood loss, or 
toxic states. The lesion is often in the putamen, stopping 
at the white matter. Massive haemorrhage has a topo- 
graphical extent independent of arterial branches and 
affects mainly the white matter, the basal gray nuclei 
being often displaced rather than implicated. Ischaemic 
softening results from a constant circulatory condition. 
A relation between ischaemic and haemorrhagic soften- 
ing may be present, but the pre-existing state of total 
occlusion or partial blockage at the moment of apoplexy 
determines the type of lesion. Gwenvron M. Griffiths 


1975. Retinal, Cerebral and Systemic Arteriosclerosis. 
A Histopathologic Study 

B. J. Avpers, F. M. Forster, and P. A. HERBUT. 
Archives of Neurology and Psychiatry {Arch. Neurol. 
Psychiat., Chicago] 60, 440-456, Nov., 1948. 10 figs., 
26 refs. 


To determine statistically the relation between the 
incidence of arteriosclerotic changes in the retinal and 
that in the cerebral arteries these vessels, as well as the 
non-cerebral systemic vessels, were examined histologic- 
ally at necropsy in 100 adults. The material was taken 
frém the retina and choroid, the frontal cortex (including 
the pia), the strio-pallidum, and the basilar artery, and 
from various parts of the general systemic circulation. 
In 14 cases no signs of arteriosclerosis could be found. 
In the remaining 86 cases arteriosclerotic changes were 
found in one or more of the groups of vessels investigated. 
Retinal arteriosclerosis without cerebral arteriosclerosis 
was observed in 6 cases; cerebral arteriosclérosis with- 
out retinal vessel changes in 45 cases; and in 35 cases 
both cerebral and retinal arteries showed signs of arterio- 
sclerotic degeneration, the combination of retinal with 
basilar arteriosclerosis being particularly marked. Thus 
it is concluded that retinal arteriosclerosis occurs in 
combination with cerebral arteriosclerosis about six 
times as frequently as without it, but that sclerosis of 
the cerebral vessels occurs as frequently in the absence 
as in the presence of retinal arteriosclerosis;/ and that 
the presence of retinal arteriosclerosis indicates a 4 to | 
probability that the basilar artery is also affected, but 
give no indication of the condition of the arteries of the 
cortex, pia, or strio-pallidum. With regard to the 
systemic vessels it is concluded that retinal arteriosclerosis 
may be considered somewhat indicative of sclerosis of 
the aorta, coronary, or splenic arteries, but that the 
absence of retinal arteriosclerosis does not: indicate a 
normal condition of these vessels. F. F. Kino 


1976. Tumours of the Epiphysis Cerebri 
V.J. McGovern. Journal of Pathology and Bacteriology 
[J. Path. Bact.] 61, 1-9, Jan., 1949. 


12 figs., 8 refs. 
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1977. Intramedullary Tumours in the Region of the 
Foramen Magnum. (Uber intramedullare Geschwiilste 
der Foramen occipitale magnum-Gegend) 

A. Jusa. Monatsschrift fiir Psychiatrie und Neurologie 
[Mschr. Psychiat. Neurol.) 117, 43-54, Jan., 1949. 7 
figs., 15 refs. 


Illustrated by 2 cases, the signs and symptoms of 
tumours in the neighbourhood of the foramen magnum 
are discussed. Paralysis of the ninth, tenth, and twelfth 
cranial nerves suggests that the tumour extends above 
the foramen magnum, distinguishing it from the purely 
spinal tumour in which manifestations of intracranial 
disturbance such as nystagmus and vomiting are due to 
interference with the circulation, and are therefore false 
localizing signs. The early appearance of bilateral 
sensory disturbances points to the presence of an intra- 
medullary tumour, and the author suggests further 
study of the caloric stimulation of nystagmus in 
investigating this type. G. S. Crockett 


1978. The Treatment of Pneumococcic Meningitis with 
Massive Doses of Systemic Penicillin 

H. F. Dow ina, L. K. Sweet, J. A. Ropinson, W. W. 
ZeLters, and H. L. HirsH. American Journal of the 
Medical Sciences [Amer. J. med. Sci.] 217, 149-156, Feb., 
1949. 2 figs., 38 refs. 


This paper from the George Washington and George- 
town Universities, Washington, D.C., describes the 
treatment of 21 patients with pneumococcal meningitis 
by the injection of 1,000,000 units of penicillin intra- 
muscularly 2-hourly for periods up to 21 days. The 
mortality in this’ series did not differ significantly from 
that in a series treated with multiple intrathecal injections 
of penicillin, but the temperature fell more rapidly, and 
the cellular reaction in the cerebrospinal fluid persisted 
for a much shorter time in the patients receiving systemic 
penicillin therapy. There were no untoward reactions 
to these massive doses and the simultaneous administra- 
tion of sulphonamides in some cases appeared to have 
no beneficial effect. It is suggested that in patients in 
extremis a single initial intrathecal dose of 20,000 units 
of penicillin should be given but that further intrathecal 
therapy may encourage subarachnoid adhesions. Treat- 
ment should continue for a week after the temperature 
has fallen. Despite these measures the mortality of this 
disease remains in the region of 50°%. 

G. S. Crockett 


1979. The Copper and Iron Content of Brain and Liver 
in the Normal and in Hepato-lenticular Degeneration 


4 a Brain [Brain] 71, 410-415, Dec., 1948. 
refs. : 


_ Determinations of the copper content of brain and 
liver have been made by few workers, but increased 
interest has recently been shown in the possible relation 
of copper to certain demyelinating diseases. This paper 
describes the results of copper and iron estimations in 
different parts of the cerebrum and in the liver, both in 
normal subjects and in some pathological conditions, 


with special reference to hepato-lenticular degeneration. 
In normal brain tissue the copper content of the grey 
matter in 27 brains averaged 3-33 mg. per 100 g. and of 
the white matter, 3-06 mg. per 100 g. A more detailed 
estimation of the copper and iron content of 6 normal 
brains and 9 normal livers was also carried out. [For 
the tabulated results the original paper should be 
consulted.] 

It was thought that jaundice or multilobular cirrhosis 
of the liver might result in an altered copper and iron 
content of the brain and liver, and one case of each of 
these conditions was examined. It was found that in the 
case of cirrhosis the liver contained a little more copper 
and iron than in the normal controls, whereas in the case 
of jaundice, which was due to carcinoma of the head of 
the pancreas, the figures were within normal limits. 

Material from 3 cases of hepato-lenticular degeneration 
was examined and a considerable retention of copper 
was demonstrated in the liver, its copper content 
being at least four times, and in one case fifteen times, 
the normal. The brain contained considerably more 
copper than the normal controls, particularly in the 
globus pallidus and putamen. The iron content of the 
liver of these 3 cases was rather less than the normal, 
but that of the basal ganglia and cortical grey matter 
was slightly increased. 

The possibility that hepato-lenticular degeneration is a 
metabolic disorder similar to haemochromatosis is 
discussed. J. MacD. Holmes 


1980. Asymptomatic Extrapyramidal Involvement in 
Pick’s Disease. A Clinicopathological Study of Two 
Cases 

N. W. WINKELMAN and M. H. Book. Journal of Neuro- 
pathology and Experimental Neurology [J. Neuropath. 
exp. Neurol.] 8, 30-42, Jan., 1949. 9 figs., 9 refs. 


Degeneration of the basal ganglia was found at necropsy 
in 2 cases of Pick’s disease, where there had been no 
relevant symptoms in life. 

A woman physician of 29 began to lose interest and 
became seclusive, indifferent, and parsimonious. Two 
years later she became agitated, talkative, irrelevant, 
disorientated, and emotionally superficial. She was 
thought to be schizophrenic. Physical signs were those 
of old poliomyelitis alone. She died at the age of 34. 
The brain showed gross symmetrical degeneration of 
both frontal lobes. The ventricles were dilated and 
there was marked flattening of both caudate nuclei. In 
the frontal cortex there was marked cell loss and general 
gliosis, with subcortical demyelination and glial nodules. 
The motor cortex showed some cell loss. The basal 
ganglia were severely damaged; very few cells remained, 
and there were general gliosis and much pseudocalcium 
and iron. The substantia nigra was largely destroyed. 
In the middle cerebral artery thickening in plaques was 
observed. 

In the second case, a woman of 50 began to be queer 
and forgetful, spitting constantly and singing and dancing 
in inappropriate places. She was silly, restless, unable 
to concentrate, and lacking in insight. Physical examina- 
tion was negative. She died at the age of 56. At 
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necropsy the brain was small with meningeal thickening 
and bilateral atrophy of both frontal lobes and parts of 
the temporal lobes. The lateral and third ventricles 
were dilated, the caudate nuclei shrunken, and the globus 
pallidus showed brown discoloration. There was marked 
cell loss in the frontal lobes with increased gliosis, 
particularly of the subcortex, and the vessels showed 
thickening and hyalinization. The motor cortex was 
undamaged but the area just in front was greatly affected. 
The caudate nuclei showed complete cell loss and gliosis. 
The putamen was well preserved but the globus pallidus 
damaged. 

The cell changes in the basal ganglia were comparable 
to those in Huntington’s chorea, yet the hyperkinetic 
phenomena were absent. The authors suggest a re- 
lation between Pick’s disease, Huntington’s chorea, and 
idiopathic Parkinsonism with variations in the degree 
of cortical involvement. There may be a common 
aetiology. Gwenvron M. Griffiths 


1981. A Note on Certain Ocular Phenomena of Post 
Encephalitic Parkinsonism 
J. Crow. Glasgow Medical Journal {[Glasg. med. J.] 30, 
29-34, Jan., 1949. 9 refs. 


A group of 80 chronic hospital patients were examined 
for abnormalities of the pupillary reactions, ocular 
movements, and eyelids. It was found that 85% of the 
patients had oculogyric crises; a variety of other 
abnormalities, both of the pupils and ocular movements, 
were also found, and the eyelids were affected in the 
majority of cases. In some patients there was difficulty 
in opening or closing the eyes, many were troubled by 
attacks of rapid blinking in one or both eyes, and about 
two-thirds were unable to close the eyes independently. 
It was observed that one of the ambulant patients twisted 
his body and turned round in a circle when he developed 
an oculogyric crisis. In view of this, and of the frequency 
of oculogyric crises, it was decided to investigate the 
labyrinthine function in 20 of the patients, 10 of whom 
had frequent and 10 infrequent attacks. 

In all cases normal labyrinthine reactions were 
obtained, but in 17 an oculogyric crisis was induced by 
the test. The effects obtained differed in form. Thus 
with the head position constant (recumbent) in 22 out 
of 40 tests there was a different response to cold and 
hot water. With cold water, in 27 out of 40 tests, the 
response varied according to the position of the head, 
the differences consisting of changes in the direction of 
the induced ocular movements, that is, in the amount of 
lateral as contrasted with vertical displacement of the 
eyes. There was, however, no correlation between 
either the direction of the slow phase of the nystagmus, 
or the particular canal activated, and the direction of 
the induced ocular movements in the subsequent crisis. 
The induction of optic kinetic nystagmus, or other 
unpleasant stimuli, such as sniffing strong ammonia, did 
not produce crises. In most cases increase in rigidity 
after labyrinthine stimulation was noted on both sides, 
but especially on the stimulated side. Increase in 
rigidity was frequently but not constantly associated 
with an oculogyric crisis. It is suggested that oculogyric 


crises may be merely a result of increased tone in the 
extra-ocular muscles, which might account for their 
being induced by labyrinthine stimulation. 

N. S. Alcock 


1982. Paresthesia in a Rhesus Monkey Associated with 
a Thalamic Lesion, and its Alleviation by Postcentral 
Cortical Excision 

J. R. Wuittier, S. E. GRAHAM, and N. Kopetorr. 
Journal of Neuropathology and Experimental Neurology 
[J. Neuropath. exp. Neurol.] 8, 93-99, Jan., 1949. 2 figs., 
7 refs. 


Persistent painful paraesthesiae were induced in a 
rhesus monkey by injection of alumina cream into the 
right thalamus. After a fortnight she had attacks of 
sudden “ starting’, made clonic movements, squealed, 
and began to bite rapidly at her right arm and wrist for 
a few seconds; sometimes the left arm or right foot was 
bitten. She became irritable. No neurological changes 
were found. After 6 weeks an area of cortex extending 
1 cm. posterior to the central sulcus from the corpus 
callosum to 1-5 cm. from the midline was removed on 
the right side. Slight hemiparesis developed, but the 
monkey continued to bite her limbs though less fre- 
quently. Ten days later a similar strip of cortex was 
removed from the left side. The right limbs became 
slightly spastic, but this condition improved and there 
was some hypotonus of the right side. She ceased to 
bite her right arm though she sometimes raised it to 
her mouth. She bit the left arm occasionally. The 
“* startings ’’ persisted, but the patient became more 
placid. 

She was killed after 14 weeks of the experiment. A 
lesion was found destroying the centro-median and 
parafascicular nuclei of the thalamus; a glial wall enclosed 
a mass of compound granular corpuscles, with no 
neurones, though blood vessels were present. The 
cortical lesions had destroyed a few Betz cells and did 
not involve the precentral gyrus. The experiment 
demonstrated alleviation of the painful symptoms by 
bilateral excision of cerebral cortex. 

Gwenvron M. Griffiths 


OTHER NERVOUS DISORDERS 


1983. Osteomalacia with Paroxysmal Muscle Paralysis 
Associated with Low Blood Potassium: A New Syndrome. 
(Osteomalacie mit paroxysmaler hypokaliamischer Mus- 
kellahmung; ein neues Syndrom) 

W. Haporn. Schweizerische Medizinische Wochen- 
schrift [Schweiz. med. Wschr.] 78, 1238-1242, Dec. 24, 
1948. 2 figs., 29 refs. 


A case of osteomalacia is described from the Medical 
Polyclinic of the University of Berne, in which hypo- 


- potassaemia was also present, the latter giving rise to 


attacks of generalized muscular paralysis. Osteomalacia 
was diagnosed in this patient, a woman of 50 years, in 
1944. She was treated with large doses of vitamin D 
with great improvement. In November, 1947, and 


twice. in 1948 she had attacks of muscular paralysis 
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usually preceded by diarrhoea and sometimes by vomit- 
ing. The chemical changes in the blood were exten- 
sively investigated, and an electrocardiogram showed a 
lengthened Q-T interval. The pathogenesis is discussed 
and reference is made to the condition of hyper- 
chloraemic nephrocalcinosis described by Albright 
(Medicine, Baltimore, 1946, 25, 399) in which osteo- 
malacia and hypopotassaemia are found. [It is note- 
worthy that the two figures given in this case for the 
chloride level in blood are considerably above the 
normal.] G. S. Crockett 


1984. Hereditary Myoclonus Epilepsy. 
Pathological Findings 

W. I. Morse. Bulletin of the Johns Hopkins Hospital 
[Bull. Johns Hopk. Hosp.) 84, 116-133, Feb., 1949. 
9 figs., 24 refs. 


Two Cases with 


In 2 siblings with hereditary myoclonus epilepsy the 
history was similar although the anatomical . findings 
were different. Although in the second there were only 
slight changes in the grey matter of the cerebral hemi- 
spheres (mostly in the ganglion cells), in the dentate 
nucleus, and in the cerebellar cortex, the brain in the 
first case showed widespread alterations including patchy 
encephalomalacia of the cortical grey matter with astro- 
cytic hyperplasia of the molecular layer and of the under- 
lying white matter, together with associated patchy 
demyelination. In, addition there were comparable 
changes and patches of status spongiosus in the optic 
thalamus, caudate nucleus, putamen, and substantia 
nigra, together with severe changes in the cerebellum, 
especially the dentate nucleus. These changes bear a 
resemblance to those found in carbon monoxide poison- 
ing and in other forms of severe anoxia, as well as in 
hypoglycaemia. Nevertheless the authors are unable 
to incriminate anoxia as a cause of the lesions but 
postulate some hereditary metabolic disturbance of 
nerve cells, such as is thought to occur in amaurotic 
familial idiocy. Intracellular inclusions were not noted 
in either case, while staining for glycogen and iron gave 
negative results. However, at both necropsies diffuse 
central necrosis of the liver was found. 

W. H. McMenemey 


1985. 
and IT 
F. J. Natrrass. British Medical Journal [Brit. med. J.] 
1, 1-6 and 43-48, Jan. 1 and 8, 1949. Bibliography. 


Clinical and Social Problems of Epilepsy. Parts I 


After reviewing the historical background, the author 
Starts by considering the clinical problems of epilepsy, 
including the phenomena of local epilepsy, major 
seizures, petit mal, release phenomena, myoclonus, and 
Status epilepticus. He continues with a discussion of 
diagnosis, in which he considers that there is little to be 
gained from stressing the questionable relationship 
between epilepsy and other paroxysmal disorders, such 
as faints, vaso-vagal attacks, laryngeal ‘ epilepsy ’’, 
narcolepsy, vertigo, and migraine, from which true 
epilepsy should be firmly differentiated. 

In dealing with the causes of epilepsy, the author 

M—2I 


presents an analysis of the age of onset in 991 cases, in 
12% of which it was between 31 and 40 years, and in 
17% over 40. Comparing these figures with those of 
earlier series, he claims that, drawn as they are from 
private practice and the out-patient department of a 
general hospital, they give a truer picture than those 
derived from institutions or special hospitals. Of 100 
patients with epilepsy starting after the age of 40 whom 
he has followed-up for 3 years or more, 25 have died 
(10 from cerebral tumour, 5 from cerebral vascular 
disease), but the surviving 75 show no sign of intra- 
cranial tumour. Moreover, of 200 patients with 
cerebral tumour, only 28% had fits at any time, and 
only 19% began with fits, other signs developing within 
a year in one-half of these. In view of these findings, 
the author believes that in the majority of cases epilepsy 
—at whatever age it starts—is idiopathic. 

He concludes with a review of the social problems of 
epilepsy, stressing the importance of allaying the excessive 
fears of parents and urging that epileptic children should 
stay at school if at all possible, and that infrequent 
attacks should seldom be held to prevent a young man 
from adopting the occupation of his choice. 

[This is an excellent short review of the subject.] 

N. S. Alcock 


1986. Phenurone in Epilepsy 

F. A. Gispps, G. M. Everett, and R. K. RICHARDs. 
Diseases of the Nervous System [Dis. nerv. Syst.) 10, 
47-49, Feb., 1949. 3 refs. 


“*Phenurone’’ (phenacetylurea) was given to 90 
epileptic patients previously found to be resistant to 
several of the anticonvulsant drugs; of these 50% were 
rendered seizure-free for periods ranging from 1 month to 
6 months. Phenurone was found to be effective against 
grand mal and petit mal and especially psychomotor 
seizures; results were particularly impressive in the last 
group because these seizures are normally little affected 
by diphenylhydantoin sodium or “tridione”’’. It was 
found that, if benefit did not result with a dose of 3 to 
5 g., higher doses were usually ineffective. The minimum 
effective dose proved to be 1-5 g. Although the drug 
has the advantages of being tasteless and quickly 
eliminated from the body, it may cause anorexia, in- 
somnia, weakness, and exaggeration of any pre-existing 
personality disturbances. An additional merit of the 
drug is that it may be used in conjunction with 
** mesantoin ’’ and phenobarbitone. Its effective nature 
has been demonstrated on experimentally induced con- 
vulsions in mice. The toxic dose in dogs, cats, and rats 
was found to vary between 3 and 5 g. per kg. body 
weight. W. H. McMenemey 


1987. Toxic Effects of Tridione 
J. N. Briccs and J. L. Emery. Lancet [Lancet] 1, 
59-62, Jan. 8, 1949. 18 refs. 


Ten children (aged 6 to 13) were treated at the Sheffield 
Children’s Hospital with “* tridione”’ (3 : 5 : 5-trimethyl- 
oxazolidine-2 : 4-dione). All were suffering from minor 
epilepsy and one also had major attacks. Treatment was 
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given over periods varying from 2 weeks to 14 months 
and the daily dose averaged from 0-6 to 1‘8 g. In one 
case attacks ceased altogether and there were no toxic 
effects. Another developed massive urticaria after 3 
weeks’ treatment, but subsequently the drug was used 
again without recurrence of urticaria and with abolition 
of attacks. The patient who had both minor and major 
attacks had no toxic complications and the minor attacks 
ceased, the major attacks being controlled with pheno- 
barbitone. In 1 patient transient neutropenia appeared 
after 2 weeks and another after 13 months, both recover- 
ing when the drug was withdrawn. Another developed 
severe depression of the bone marrow with purpura after 
10 months’ treatment. In the remaining case a fatal 
nephrotic syndrome developed which may, or may not, 
have been caused by tridione. It is concluded that the 
toxic complications of tridione have proved more 
dangerous than the disease it is used to treat. [These 
results are similar to those of other observers. There 
can be no question that tridione offers a most important 
advance in the treatment of minor epilepsy, but the 
frequency of dangerous toxic effects, together with the 
minor degree of disability usually resulting from this 
form of epilepsy, suggest that the drug is too dangerous 
for therapeutic use.] Hugh Garland 


1988. Biological Studies on Epileptics. X. Thyroid 
Function after Intake of Water and Injection of Posterior 
Pituitary Extract. A New Method of Provoking Attacks. 
(Ricerche biologiche negli epilettici. X. Funzionalita 
tiroidea dopo carico di acqua e iniezioni di estratti post- 
ipofisari. Nuovo metodo per la provocazione delle 
crisi convulsive) 

G. LavitoLa. Acta Neurologica [Acta neurol., Napoli] 
4, 62-73, Jan.—Feb., 1949. 4 refs. 


McQuarrie’s test, in which epileptic attacks are pro- 
duced by administration of large amounts of water and 
injection of extracts of posterior pituitary lobe, was 
studied by the author; using Kottmann’s method he 
found that in those cases in which fits are produced the 
“ thyroid function ” is depressed. Thyroid function was 
affected to the same decree when either water or pituitary 
extract was given alone. A new method is described of 
inducing epileptic fits by administration of 1-5 litres of 
water and 6 “ antithyroidin ”’ tablets. F. K. Kessel 


1989. Bilateral Encephalic Sympathectomy in the Treat- 
ment of Parkinsonism. (La simpatectomia encefalica 
bilateral en el tratamiento del parkinsonismo) 

M. GALLEGO TEJEDOR and F. TELLO MARGELI. Revista 
Espanola de Oto-Neuro-Oftalmologia y Neurocirugia [Rev. 
esp. Oto-neur-Oftal.| 8, 77-82, Jan,—Feb., 1949. 12 
refs. 


The authors give a historical review of cerebral 
sympathectomy in the treatment of pathological cerebral 
conditions, and discuss the role of cerebral blood supply 
and vasospasm in extrapyramidal and associated 
syndromes. 

Simultaneous bilateral infiltration anaesthesia of the 
stellate ganglion was carried out in 8 cases, and open 


operation in 4 in which there was little or no improve- 
ment after infiltration. At operation, the sympathetic 
trunk was cut on both sides below the stellate ganglion, 
continuity of the cervical sympathetic and the vertebral 
nerve being retained. Both sides were operated upon 
at the same session. The anterior approach and a 
technique similar to that of Leriche were employed. 
Regeneration of the trunk and cut rami was prevented 
by the application of Cushing’s clips to the peripheral 
ends. With this technique the authors claim to have 
achieved a probably complete pre-ganglionic sym- 
pathectomy. 

Four cases are described, in which subsequent lessening 
of rigidity, ease of movement, modification of the 
Parkinsonian mask, and diminution in the frequency and 
duration of oculogyric crises showed that pharmacological 
or surgical bilateral section of the sympathetic supply of 
the cerebral vessels notably influences the syndrome. 
The improvement is both subjective and objective, and 
affects chiefly symptoms related to the hypertonicity and 
akinesia. It is considered that the above procedures 
modify the cerebral function by improving the blood 
supply and therefore the nutrition of the nervous system. 

René Méndez 


1990. The Intelligence of Patients with Friedreich’s 
Ataxia. 

D. L. Davies. Journal of Neurology, Neurosurgery and 
Psychiatry [J. Neurol. Neurosurg. en 12, 34-38, 
Feb., 1949. 28 refs. 


There has been much difference of opinion as to the — 


state of intelligence in patients with Friedreich’s ataxia, 
and clinical observations have not been well enough 
supported by mental testing. The author has therefore 
investigated the level of intelligence in 20 cases of 
Friedreich’s ataxia by using the Mill Hill vocabulary 
test, Raven’s matrices, and the verbal half of the 
Wechsler-Bellevue scale. The group studied was not 
selected, and included patients in hospital, those who 
were treated at home, and those who were still able to 
work. The results were compared with those in a 
control group of 17 patients who had become chronic 
invalids from various causes; they were also compared 
with the clinical signs of dementia. 

Among the 20 patients tested, only 2 had an intelligence 
quotient (I.Q.) slightly below 75, and there was no evidence 
that mental deficiency was more common in the group 
suffering from Friedreich’s ataxia than among the general 
population. The conceptual quotient (C.Q.), which is 
the expression of the matrix I.Q. as a percentage of the 
Mill Hill I.Q., was, however, below 100 in all but 2 cases, 
the mean being 90; this mean C.Q. was significantly 
lower than that of the community as a whole. This 
result could not be attributed to prolonged invalidism or 
environmental factors, as there was no such deterioration 
of the C.Q. in the control group. The author concludes 
that there is no evidence to suggest that people who suffer 
from Friedreich’s ataxia are intellectually different from 
the average population, but as a group they show 4 
slight but significant dementia, which appears early and 
is not progressive. J. T. Leyberg 
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1991. Personality Changes After Lobotomy. [In English] 
D. FurTADO, M. RopriGugs, V. MARQuEs, F. ALviM, 
and A. DE VASCONCELOS. Monatsschrift fiir Psychiatrie 
und Neurologie [Mschr. Psychiat. Neurol.] 117, 65-76, 
Feb., 1949. 7 figs. 


The authors examined 6 chronic psychotic patients 
in detail, before and after lobotomy, by means of 
repeated intelligence tests (Binet-Terman, Bourdon, and 
noun tests) and by Rorschach’s and the thematic 
apperception tests. A transitory fall in intellectual 
performance occurred after the operation, followed by a 
gradual rise and after 6 months no appreciable intellectual 
change was noticeable in any of the patients. The 
Rorschach test showed a decrease in whole interpretations 
and an increase in weak original responses and badly 
seen forms. This indicated an alteration of abstract 
thinking and an intellectual weakening. Pneumo- 
encephalography revealed a tendency towards ventricular 
dilatation in 5 patients. 

Particular attention was paid to personality changes 
and the patients were selected for investigation because 
their previous personality (either before or after the 
onset of their psychosis) was well known. The operative 
result was assessed by clinical observation and from the 
impressions of the patients’ families. The personality 
of 5 patients was made inferior through lobotomy. 
They showed affective indifference, loss of moral inhibi- 
tions, and a narrowing and lowering of interests. The 
only exception occurred in a chronic manic patient. In 
view of these personality changes the authors plead that 
lobotomy should not be undertaken unless all other 
therapeutic methods have failed and no hope remains of 
a spontaneous recovery. F. K. Taylor 


1992. Phenylpyruvic Oligophrenia. [In English] 

H. MAuTNER and K. V. Quinn. Annales Paediatrici 
[Ann. paediatr., Basel] 172, 1-27, Jan., 1949. 5 figs., 
bibliography. 


Twenty-nine cases of phenylpyruvic oligophrenia 
encountered in Wrentham State School, Massachusetts, 
are described. The disease was first described by 
Foelling, in 1934, as a familial disorder in the mentally 
deficient in which phenylpyruvic acid is voided in the 
urine because the normal oxidation of phenylalanine 
to tyrosine is blocked. Siblings are often affected. 


The observations of the authors show that in this 


disease the basal metabolic rate is normal and there are 
no- hormonal disturbances. Although most of the 
patients were blonde, some had a well-pigmented skin. 
Levine and others claimed that ascorbic acid prevents 
excretion of tyrosine derivatives in premature babies, 
but experiments by the authors gave variable results in 
treatment. An increase in erythrocyte sedimentation 
rate was noted in many cases. In one case the albumin- 


globulin ratio was low, being 2 to 3, though the patient 
showed no oedema. On a higher-protein diet the ratio 
became normal. Comparison with cases of hydro- 
cephalus and mongolism showed that with the patients 
on a low-protein diet the erythrocyte sedimentation rate 
in the case of phenylpyruvic oligophrenia increased 
from 4 to 15 in a week, whereas in the other cases it 
decreased over the same period. 

All patients affected are feeble-minded, phenylpyruvic 
acid never being found in the urine of a normal person. 
There is evidence of atrophy of the cerebral cortex, and 
the weight and oxygen consumption of the brain are 
below average. There is progressive menial deteriora- 
tion throughout life. Appetite is voracious. There 
are periods of aggressiveness, and an epileptic tendency, 
though this may be latent. The degree of mental 
deficiency varies, some patients being quietly co-opera- 
tive while others are of rudimentary intelligence, with 
perverted habits. 

Administration of 15 g. of tyrosine daily caused no 
change in somatic or mental behaviour, and had no 
influence on erythrocyte sedimentation rate. The 
disease often occurs in siblings, and is considered to be 
due to a Mendelian recessive factor. Parents are some- 
times completely healthy, though a history of severe 
alcoholism has been found in other cases, and in general 
there is a history of mental disease. 

The 29 patients described are exclusively of white 
extraction, a large percentage being of Irish birth. The 
clinical findings include abnormal activity of muscula- 
ture, showing itself in tremors, head-shaking, increase 
in knee-jerk, and unsteady gait, and feet flat. Electro- 
cardiography revealed intraventricular block in many 
patients, possibly due to an abnormality of the con- 
ducting system or to an abnormal reaction of the heart 
muscle to stimuli. Malformations are common. Skin 
rashes have not been noted by the authors, though these 
are stated to be present by other observers. 

Details are given of 29 cases of both sexes, with 
necropsy findings in 2 cases. C. S. Nicholson 


1993. Phenylpyruvic Oligophrenia in a Jewish Child 
P. CoHEN and P. J. Kozinn. Journal of Pediatrics [J. 
Pediat.) 34, 76-79, Jan., 1949. 10 refs. 


The special interest of this case of phenylpyruvic 
oligophrenia lies in the fact that this is the first to be 
reported in a Jew. The child was a 6-year-old boy, 
whose development was retarded; he started walking at 
19 months, and did not speak until 3 years old. Bowel 
control was uncertain, and diurnal bladder control was 
not established until the age of 44 years. The child 
showed poor co-operation with other children, and was 
removed from school by request. When he attended 
another school he began to vomit, and for this was 
admitted to hospital, where the symptom subsided. 
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Physical examination revealed a slight degree of 
microcephaly; the auricles were abnormal. Neuro- 
logical examination showed hyperactive deep reflexes, 
halting gait, and hypotonia. The child’s vocabulary 
was limited; he was unkempt, and frequently incontinent 
of urine and faeces. The urine was positive for phenyl- 
pyruvic acid. Encephalography showed slow waves of 
high voltage. The father had phenylpyruvic acid in the 
urine. He was in employment, and was co-operative and 
interested in his child. The mother had no mental or 
physical abnormality. The parents were unrelated but 
of pure Jewish descent. 

The authors doubt the theory of Jervis, who attributes 
the disease to transmission of a rare recessive autosomal 
gene, present in both parents, who are heterozygous. 
They state that heterozygous carriers are predisposed to 
mental deterioration, and that the gene for phenyl- 
ketonuria is not completely recessive. They postulate 
that the father in the present case suffered from a forme 
fruste of phenylpyruvic oligophrenia and was of 
border-line intelligence, and consider that investigation 
will reveal unsuspected cases of the forme fruste. The 
authors do not regard as diagnostic the neurological 
changes, such as muscular rigidity, alterations in posture 
and gait, tremors and athetoid movements. Replacement 
therapy they consider futile, since the oxidizing enzyme 
necessary to convert phenylalanine and its deaminated 
derivatives into tyrosine is absent; hence administration 
of vitamin C is useless, for it oxidizes only deaminated 
tyrosine derivatives. . C. S. Nicholson 


1994. Poliodystrophia Cerebri Progressiva (Infantilis). 
Report of a Case 

E. CHRISTENSEN and K. H. KRABBE. Archives of Neuro- 
logy and Psychiatry [Arch. Neurol. Psychiat., Chicago] 61, 
28-43, Jan., 1949. 7 figs., 10 refs. 


The case is reported from the Neurological Department 
of the Copenhagen Municipal Hospital of a male child 
dying at 24 years, in whom the grey matter of the brain 
was more or less extensively wasted but the white matter 
was preserved. Only 3 or possibly 4 such cases have 
been previously described. No similar cases had 
occurred in the family, though the parents were cousins. 
Development was retarded from the age of 7 or 8 months, 
and retrogression set in at 15 to 16 months. The main 
clinical features were complete lack of interest in the 


surroundings, profound mental defect, optic atrophy, 


aphasia, dysphagia, spastic and ataxic quadriplegia, 
paresis of the trunk muscles, myoclonus of the extremities, 
and a curious crumbling of the teeth (found also in some 
other members of the family). The cerebrospinal fluid 
showed a lymphocytosis, but was not otherwise abnormal. 
Air encephalography revealed some degree of hydro- 
cephalus. The post-mortem findings comprised a 
fibrous thickening of the pia-arachnoid in which were 
patches of undifferentiated foetal connective tissue; 
atrophy of the frontal lobes, with pachygyria of the 
superior frontal, precentral, and postcentral gyri; and 
apparently normal basal ganglia and white matter. 

The morbid process consisted of disorganization of the 
cellular layers of the cortex and was considered to be of 


foetal origin, but superadded was a postnatal progréssive 
process characterized by a destruction of nerve cells in 
the cortex and a secondary compensation of the defects 
by appearance of fibrillary neuroglia, especially of 
astrocytes. 

The authors are of the opinion that the secondary 
condition is an abiotrophy rather than an inflammation, 
Comparison is made with the other previously reported 
cases, and the condition is contrasted with leucodystrophia 
cerebri progressiva in which there is extensive destruction 
of the white matter of the brain with preservation of the 
cortex and grey matter. [No attempt is made to 
establish the aetiology of the disease.] 

D. S. Fairweather 


1995. A Note on the Ammonia and Glutamine Content 
of the Cerebrospinal Fluid 

D. Ricuter, R. M. C. Dawson, and L. Rees. Journal 
of Mental Science {J. ment. Sci.] 95, 148-152, Jan., 1949. 
11 refs. 


- In view of earlier observations of the liberation of 
ammonia on stimulation of nervous tissue, and in 
particular those of Riebeling (Z. ges. Neurol., 1930, 128, 
475) and of Briihl (Z. Kinderheilk., 1938, 59, 446) that 
the ammonia level in the cerebrospinal fluid (C.S.F.) 
was increased after epileptic seizures, the authors 
investigated the ammonia level in the C.S.F. after 
** electronarcosis ’’ (EN) and electric convulsion therapy 
(E.C.T.). The earlier investigations of Riebeling and of 
Briihl could no longer be regarded as reliable, since the 
C.S.F. contains an appreciable amount of glutamine, 
which readily liberates ammonia on treatment with 
alkalis. The chemical methods employed are described, 
as well as those used for administration of EN and 
E.C.T. The liberation, through tissue damage, of 
glutaminase, which breaks down glutamine with pro- 
duction of ammonia, was minimized by the use of a fine 
lumbar-puncture needle. When these precautions were 
taken no significant amount of ammonia was found in 
16 successive specimens of C.S.F., among which 4 were 
collected after EN, 2 after E.C.T., and 4 after grand-mal 
seizures. By the methods used the ammonia content 
was found to be less than 1 in 10,000,000. Thus libera- 
tion of ammonia in significant amounts from the brain 
to the C.S.F., if it occurs at all, is not general. There 
was no evidence that cerebral stimulation caused this, 
and the C.S.F. ammonia level was not a reliable indicator 
of cerebral irritation. E. W. Anderson 


PSYCHOSOMATIC MEDICINE 


1996. Adrenal Cortical Steroids and the Metabolism of 
Glutamic Acid in Gluconeogenesis 

W. R. Asupy. Journal of Mental Science [J. ment. Sci.] 
95, 153-161, Jan., 1949. 1 fig., 25 refs. 


The steroids elaborated by the adrenal cortex play an 
important part in the organism’s resistance to stress. It 
is already established that these steroids are necessary for 
normal gluconeogenesis, but in the conversion of pro- 
tein to glycogen the point at which the steroids exercise 
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their influence is unknown. In this paper the results 
are reported of supplying adrenalectomized rats with 
substances which occur at some stages in gluconeogenesis 
with a view to determining whether the animal could 
complete the process. Glutamic acid, in view of its 
essential importance in deamination, was especially 
tested. Adult male rats (to avoid oestrus effects) of 


approximately equivalent weight were used. Their diet 


was kept constant in composition. After adrenalectomy 
by the lumbar route under ether, temperature and dietetic 
conditions were maintained constant. A diet rich in 
protein was given for 4 days and then withdrawn in 
accordance with the demonstration of Eggleston and 
others that at least 6 hours’ starvation is neeessary to 
deplete the liver entirely of glycogen. On the fifth day 
the substances were administered intraperitoneally at 
45-minute intervals; 45 minutes after completion of this 
the animal was anaesthetized and weighed. The whole 
liver was removed and digested and the glycogen content 
estimated. 

The results, which are described in detail, showed 
failure of gluconeogenesis due primarily to inability to 
convert glutamic acid to glucose and related substances 
and failure of conversion of all other amino-acids 
whose transformation to glucose passed through the 
stages of glutamic acid, glutamine, and «-ketoglutaric 
acid. The conversion of glucose to glycogen, however, 
was unimpaired. Glutamic acid and other amino-acids 
caused a partial inhibition of gluconeogenesis. The 
suggestion is made that since reactions to shock involve 
the adrenal cortical steroids they may thus affect the 
metabolism of glutamic acid. E. W. Anderson 


1997. Insulin Shock Treatment in Certain Vascular- 
allergic Constitutional Diseases (Vascular Disorders, 
Idiopathic Migraine, Thrombo-angiitis Obliterans). (Die 
Insulinstosstherapie bei bestimmten Erkrankungen des 
vasopathisch-allergischen Konstitutionskreises (Vaso- 
pathien, idiopathische Migraéne, Thrombangiitis 
obliterans) 

H. GrEVING and K. H. SCHIFFER. Deutsche Zeitschrift 
fiir Nervenheilkunde [Dtsch. Z. Nervenheilk.] 160, 155- 
167, 1949. 15 refs. 


The therapeutic effects of inducing mjld hypoglycaemic 
states by injections of 7 to 10 units of insulin were studied 
in 56 patients suffering from migraine and peripheral 
angiospastic disorders. The cases were selected; in all 
of them allergic factors were evident and the family his- 
tory indicated a hereditary predisposition. Treatment 
was given daily for 1 to 2 weeks, and hypoglycaemia 
was interrupted after 2 to 24 hours. Good results are 
claimed in a group of 30 patients affected with various 
forms of vasomotor neurosis, and in only 3 of these 
was there no improvement. Of 26 patients suffering 
from migraine, 7 were relieved for a considerable time 
and in 14 the attacks became much milder; only 5 failed 
to respond. 

In a discussion of the theoretical rationale of this 
treatment, the author suggests that hypoglycaemia, 
through its action on the autonomic nervous system, 
restores the vasomotor equilibrium. J. T. Leyberg 


1998. Physiologic Studies of Reaction to Stress in 
Anxiety and Early Schizophrenia 

R. B. MALMo and C. SHAGASS. Psychosomatic Medicine 
[Psychosom. Med.] 11, 9-24, Jan.-Feb., 1949. 14 figs., 
17 refs. 


In these studies 75 psychiatric patients and 11 controls 
were subjected to painful stimuli, measurements being 
made of finger movement, neck-muscle potential, 
respiration, heart rate, and galvanic skin response 
(G.S.R.), and electroencephalographic tracings (E.E.G.) 
made—all under standard conditions. The subjects 
were clinically grouped by degree of anxiety into 
(1) anxiety-patient group; (2) mixed-patient group 
(various psychiatric and other disorders); and (3) con- 
trol group. There was a clear correspondence between 
degree of anxiety and degree of disturbance of motor 
function on painful stimulation, as shown by finger 
movement and neck-muscle potential. Over-reaction 
to stimulation, as indicated by signalling of pain experi- 
ence with stimuli of low intensity and withdrawal of the 
head from the stimulus, occurred more often when the 
degree of anxiety was higher. The greater the degree 
of anxiety, the greater was the probability that respiratory 
irregularity would occur at relatively low stimulus 
intensity. Measures of heart-rate variability differ- 
entiated less well between the various groups than 
measures of muscle activity, and measures of change in 
heart ra‘e did not differentiate at all. Observations on 
the G.S.R. and E.E.G. were not of value. In most of the 
reactions studied the early schizophrenic group re- 
sembled the most anxious group more than any other; 
in voluntary signalling of pain experience this group 
differed from the others in that their reactions showed 
less discrimination between stimuli and were more 
immediate and long-lasting. 

It is concluded that the less anxious subjects tended 
to control their motor activities and to restrict them to 
appropriate responses; the more anxious tended to 
show an excess degree of preparatory activity during . 
intervals between stimulations and to over-react when 
the stimulus was applied. The hypothesis is put for- 
ward that one of the distinctive characteristics of anxiety 
is the greater probability that, under stress, reaction 
tendencies will pass directly over into action. This 
implies an impairment of motor control or a reduction 
in the capacity to inhibit reactions. 

Desmond O’ Neill 


1999. Physiologic Study of Symptom Mechanisms in 
Psychiatric Patients Under Stress 

R. B. MALMo and C. SHAGAss. Psychosomatic Medicine 
[Psychosom. Med.} 11, 25-29, Jan.—Feb., 1949. 3 figs., 
7 refs. 


The subjects employed in the authors’ previous study 
(Abstract 1998) were classified with respect to the 
presence or absence in the clinical history of cardio- 
vascular complaints and pains referred to the head and 
neck. When given the standard pain stimulus, patients 
in the latter group showed a greater disturbance in neck- 
muscle potential than those without head and neck 
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pains. Patients in the former group exhibited a greater 
disturbance in heart rate (as measured by mean heart 
rate and variability) and greater respiratory variability 
than those without cardiovascular complaints. Dis- 
turbances in neck-muscle potential were not associated 
with cardiovascular symptoms, and disturbances in 
heart rate and respiration were not associated with head 
and neck complaints. On the day of examination, only 
a small proportion of patients in either group were 
actually suffering from the complaint in question; the 
observed muscle-potential changes were those of a sub- 
clinical condition. These experimental results are held 
to substantiate the principle that in patients with a 
somatic complaint the physiological mechanism under- 
lying that complaint is liable to activation at a lower 
threshold by a stressful experience than it is in the 
patient without such complaint. Doubt is thrown on 
the diffuse character of the reaction to stress as it has 
been described by Cannon. From this and the previous 
study, for example, it is inferred that elevation of the 
pulse rate is not specifically associated with anxiety, but 
that it is a response correlated with the presence of cardio- 
vascular complaints. Desmond O’ Neill 


SCHIZOPHRENIA 


2000. Changes in Electrical Activity of the Cortex Before 
and After Lobotomy in Patients with Chronic Forms of 
Schizophrenia. akTHBHO- 
CTH KOpbI MO3ra Mocne onepauHH No6oTOMHH y 
60NbHBIX C XPOHHYECKOM PopMoH 

A. L. Feporova and V. E. MAtorcHIK. Hesponarto- 
norua uw Iicuxuatpua (Nevropat. Psikhiat.) 18, No. 1, 
55-59, Jan.—Feb., 1949. 3 figs. 


The authors investigated the electrical activity of the 


cortex in 12 cases of severe chronic schizophrenia before 
and after lobotomy, electroencephalograms (E.E.G.) 
being registered with an ink encephalograph. According 
to their symptoms the cases were divided into 4 groups 
—catatonic, hebephrenic, paranoic, and hypochondriac. 
In all cases the E.E.G. before lobotomy was patho- 
logical. In 8 cases the cortex showed a generalized 
pathological activity, mainly over the frontal lobes, 
irregular and small « waves alternating with slow patho- 
logical waves of varied duration. In 4 cases rapid 
asynchronous waves (16 to 40 hertz) in the frontal cortex 
were found, and normal « rhythm—but reduced in 
amplitude—in other parts of the cortex. 

Three to five weeks after lobotomy the first group 
showed increased pathological activity of the cortex, 
mainly in the form of 5 waves (2 to 5 hertz) and other 
very slow waves (1 to 3 hertz). In the second group 
there was an increase in number and amplitude of the 
asynchronous waves. Both types of E.E.G. were 
thought to be mainly an expression of the reaction of 
the cortex to the surgical intervention. When electro- 


encephalography was carried out on 6 patients 5 months- 


and 14 years after lobotomy the pathological waves had 
nearly all been replaced by normal 8 waves. Clinical 
improvement was related to restoration of the E.E.G. 
to normal. Normal rhythm appeared first in the 


occipital and temporal regions and after a time in the 
frontal region. Over the frontal lobes abnormal waves 
were still present, but less in number and lower in ampli- 
tude than before lobotomy. Three case histories are 
given. It is thought that after lobotomy not’ so many 
pathological impulses reach the cortex from subcortical 
areas, as shown in some cases by the disappearance of 
fast asynchronous waves and in others by lowering in 
amplitude and number of pathological waves. 
_N. Chatelain 


2001. Effect of Carbon Dioxide on Acrocyanosis in 
Schizophrenia 

M. D. ALTSCHULE and W. M. SULZBACH. Archives of 
Neurology and Psychiatry [Arch. Neurol. Psychiat., 
Chicago] 61, 44-55, Jan., 1949. 1 fig., bibliography. 


This investigation from the laboratory of clinical 
physiology, McLean Hospital, Waverley, Massachusetts, 
and from Harvard, records details of five experiments 
made on 2 patients suffering from schizophrenia with 
acrocyanosis and who had been ill for 11 and 14 years 
respectively. A control study was made on a depressed 
patient without acrocyanosis. Administration of carbon 
dioxide caused the disappearance of the acrocyanosis 
accompanied by dilatation of the acral cutaneous capil- 
laries, and terminal arterioles. The suggestion is made 
that the abnormal vasoconstriction in acrocyanosis is 
due, in part at least, to unpleasant emotional stimuli. 
Abnormal rigidity of the vascular system or specific 
structural changes in the vascular system are not con- 
sidered to be causative, for acrocyanosis may be present 
over a period of several decades without loss of responsive- 
ness of the vessels involved. [The article is accompanied 
by an extensive bibliography.] D. S. Fairweather 


THERAPY 


2002. The Effect of L-Glutamic Acid and Other Amino- 
acids in Hypoglycaemia 

W. Mayer-Gross and J. W. WALKER. Biochemical 
Journal [Biochem. J.] 44, 92-97, 1949. 19 refs. 


At Crichton Royal, Dumfries, the authors found that 
the blood sugar level in schizophrenics in coma due to 
insulin therapy varied from 7 to 12 mg. per 100 ml. 
The oral administration of up to 100 g. L-glutamic acid 
hydrochloride in 10 cases, and of 20 g. combined with 
200 g. of sucrose in 11 cases, had no effect upon con- 
sciousness. In one subject, however, the mixture 
restored consciousness on 3 occasions. In 45 experiments 
on 31 subjects, 20g. of L-glutamic acid in 80 ml. of saline 
was administered intravenously. On 26 occasions con- 
sciousness was restored within 15 minutes. Blood sugar 
levels rose in all experiments, the mean being approxi- 
mately the same in those who regained consciousness in 
15 minutes as in those who did not; in 9 control experi- 
ments with injection of saline only there was no change 
of consciousness or in the blood sugar level. 

Aminoacetic acid, 20 g. in 100 ml., was injected in 26 
experiments; consciousness was regained in 15 minutes 
in 13 instances, the average increase of blood sugar level 


| 
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being similar to that obtained when L-glutamic acid was 
used. The rise of blood sugar level was approximately 
the same in each of 6 experiments when 20 g. of the 
sodium salt of p-aminobenzoic acid was given. Con- 
sciousness was restored within 15 minutes in 4 of these 
patients. In 42 experiments, the patient was given 
either 200 g. of sucrose orally or 3 g. of glucose intra- 
yenously. Consciousness was restored within 15 minutes 
in 23 cases, the mean blood sugar level at which conscious- 
ness returned being 42 mg. per 100 ml. The blood sugar 
level was significantly lower in the patients in whom 
consciousness was restored within 15 minutes than in the 
remainder. 

A slight rise of the blood urea level occurred in 4 
patients and a slight fall in 4, in all of whom consciousness 
had returned within 15 minutes of the injection of 20 g. 
of L-glutamic acid, suggesting that this dosage did not 
produce deamination. The average blood sugar level 
in these patients was 28 mg. per 100 ml. Similarly, of 
4 patients who did not recover consciousness in 15 minutes, 
a slight rise of blood urea level occurred in 2 and a slight 
fall in 2, the mean blood sugar level rising to 25 mg. per 
100 ml. No change in consciousness took place after 
the injection of 10 g. of succinic acid in 100 ml. of sodium 
succinate solution in 14 experiments. The greatest rise 
in blood sugar level was 5 mg. per 100 ml., while the 
average concentration of succinic acid in the blood was 
11-6 mg. per 100 ml. Control experiments in 10 subjects 
seemed to suggest that success in restoring consciousness 
depended upon the length of time coma had been present 
at the time of the injection. It is noted that one female 
patient, who was over-emotional and wept on each 
occasion when sucrose was used for producing conscious- 
ness, had no“such reaction when either L-glutamic or 
aminoacetic acid was used. Intravenous injections of 
20 g. L-glutamic acid were given to 9 fasting, but not 
hypoglycaemic, subjects. Although atropine was given, 
the emetic effect of the acid on non-hypoglycaemic 
subjects was confirmed. No change occurred in the 
patients’ mental state, but generalized tingling was 
noticed. The blood sugar level was raised in 4 cases, 
lowered in 4 cases, and showed no significant change in 
1 case. The results suggest that the acid was not 
utilized in the presence of glucose. G. de M. Rudolf 


2003. Results of Isolation of the Orbital Lobes in 
Leucotomy 

G. EGAN. Journal of Mental Science |J. ment. Sci.] 
95, 115-123, Jan., 1949. 1 fig., 17 refs. 


The author studied 52 patients for at least 18 months 
after a modified prefrontal leucotomy, in which the 
orbital areas were isolated more completely than in the 
lower quadrant procedure by downward and horizontally 
forward cuts from the burr hole. Poorer results were 
obtained than with coronal section, especially in 18 
paranoid schizophrenics, of whom only 22% were classed 
as “‘recovered”’ or “much improved” as compared 
with 50% reported by Berliner et al. (Lancet, 1945, 2, 
325) after the standard operation. This was also the 
case, to a less degree, in the obsessional group, many 
patients relapsing after initial improvement. The results 


appeared better in the affective group, but the number of 
patients treated was too small for comparison. Symp- 
toms such as aggressiveness, destructiveness, and severe 
excitement were not markedly influenced. Post- . 
operatively, Rylander’s triad of orbital symptoms— 
extroversion, elevation of mood, and over-activity— 
predominated in the majority. Although the epilepto- 
genic zones were avoided, the complication of post- 
operative epilepsy was not eliminated, a single convulsion 
occurring in each of 2 patients. 

The author concludes that certain patients seem to 
need the isolation of a larger area of frontal cortex than 
that of the orbital region, isolation of the latter allowing 
the persistence of hallucinations and delusional ideas 
which are bleached or removed by the standard procedure. 

W. Forster 


2004. Anatomical Correlates of Improvement After 
Leucotomy 

T. McLarpy and A. Meyer. Journal of Mental Science 
[J. ment. Sci.] 95, 182-196, Jan., 1949. 2 figs., 12 refs. 


Investigation at the Maudsley Hospital, London, of 
the brains in 40 cases with a survival period after 


_ leucotomy of at least 5 months showed that in 22 clinic- 


ally improved cases the average number of segments 
involved was 7-9 but that in 18 unimproved cases it was 
only 4-6. No difference was found in the histological 
findings in the two groups. The severity of the post- 
operative personality change varied directly with the 
total number of segments involved, the gross amount of 
isotation of the prefrontal cortex from its white matter 
being related to clinical improvement. This was found 
especially in predominantly affective conditions and 
mixed, largely paranoid, psychoses. Bilateral involve- 
ment of area 24 or of the agranular posterior orbital 
region was not associated with clinical improvement. 
The bilateral involvement of any segment of white 
matter was not essential for improvement. The orbital 
appears to be more important than the dorsal aspect of 
the rostral regions of the cortex. The series is a selected 
one, since all patients were still in, or associated with, 
mental hospitals at the time of death. 
G. de M. Rudolf 


2005. Transorbital Leucotomy 
G. W. T. H. Fiemine and D. G. Puituies. Journal of 


Mental Science [{J. ment. Sci.] 95, 197-202, Jan., 1949. 
2 figs., 4 refs. 


Between July and October, 1948, 5 depressed patients 
and 3 with schizophrenia were operated upon by means 
of Freeman’s technique at the Burden Neurological 
Institute, Bristol. Ages varied from 33 to 75 years and 
duration of illness from 1 to 6 years. In one case, the 
outer angle of a large frontal sinus was probably pene- 
trated; preliminary radiography to exclude active nasal 
sinusitis is therefore advised. Contamination of the 
leucotome by the lid margins was difficult to avoid and 
sulphadiazine was used prophylactically. In 2 cases of 
hypertension, intravenous thiopentone was used in place 
of electric convulsions. In 2 cases ordinary leucotomy 
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would have been very risky. One depressed patient and 
one paranoid schizophrenic recovered completely and 
quickly and 4 depressed patients and 1 paranoid schizo- 
phrenic improved, but the condition of 1 catatonic 
schizophrenic deteriorated. G. de M. Rudolf 


2006. - Leucotomy in the Periodic Psychoses 

G. N. Jones and P. K. McCowan. Journal of Mental 
Science [J. ment. Sci.] 95, 101-114, Jan., 1949. 10 figs., 
10 refs. 


The authors report on 9 patients with periodic catatonia 
and 3 with manic-depressive psychosis operated upon at 
Crichton Royal, Dumfries. All had had their first 
breakdown by the age of 27 years. All had been treated 
previously with thyroxine, electric convulsion therapy, 
insulin, or “cardiazol”’ (leptazol). The average duration 
of psychosis was 14 years, the average age at operation 
36 years, and the average follow-up period 34 years. 
The technique of Freeman and Watts was followed 
except in 3 cases in which the white matter was cut 
downwards but not upwards and a horizontal cut was 


made, isolating only the orbital areas and avoiding ~ 


epileptogenic areas in the upper part of the frontal lobes. 
Three catatonic and 2 manic-depressive patients 
recovered; 4 catatonic patients and 1 manic-depressive 
patient showed marked improvement; 1 catatonic patient 
showed slight improvement and another became worse. 
The periodicity ceased in all except one case, although in 
one instance the cessation of the periodicity resulted in 
the psychosis remaining continuously active. A tentative 
hypothesis is advanced that the time pattern of the psy- 
chosis is imposed by the hypothalamus through its 
connexions with the frontal lobe via the dorso-medial 
nucleus. The abolition of the periodicity is believed by 
the authors to be due to the cutting of the fronto-hypo- 
thalamic fibres at operation, the severing of some or any 
of the various groups being sufficient to stop the period- 
icity. Ten charts showing the cessation of periodicity 
after leucotomy are reproduced. G. de M. Rudolf 


2007. Physiological Concomitants of Electronarcosis 
L. Rees. Journal of Mental Science [J. ment. Sci.] 95, 
162-170, Jan., 1949. 2 figs., 17 refs. 


The technique of electronarcosis employed was that 
described by Spencer Paterson, and the Shotter-Rich 
apparatus was used. “‘ Seconal’’, 3 to 44 gr. (0:2 to 
0-3 g.), and atropine, +; to 3; gr. (0-87 to 1:74 mg.), were 
given 40 minutes before treatment. An alternating 
current of 160 to 200 mA was given for 30 seconds, then 
reduced to 65 mA _ until respiration re-started and 
increased by 15 mA every 15 seconds until the required 
degree of narcosis was reached. The current was shut 
off after 7 minutes. The effects on the motor and cardio- 
vascular systems, autonomic responses, blood sugar, 
cerebrospinal fluid, and blood picture were observed in 
a group of 30 schizophrenics. Special attention was 
paid to the last factor. Total leucocyte and differential 
leucocyte counts were made before, immediately after, 
and at regular intervals for 24 hours after treatment. 


Before the treatment control experiments were made in 
which the premedication mentioned was given and blood 
counts were made at the same intervals under identical 
conditions. The cardiovascular effects consisted of 
bradycardia and cardiac arrest, and a notable rise of 
blood pressure in the second stage. The inhibition was 
thought to be due to vagal, and the hypertension to 
sympathetic, overactivity. The danger of a rise in blood 
pressure in hypertensive patients is stressed, as by others. 
Rise in blood-sugar level was observed after electro- 
narcosis and was attributed to sympathetic adrenal 
stimulation. Certain autonomic changes showing intense 
activity of both divisions were noted. No significant 
changes were found in the cerebrospinal fluid. A poly- 
morphonuclear leucocytosis sometimes occurred after 
treatment but there was an occasional leucopenia. A 
sharp rise in the lymphocyte count immediately after 
treatment was followed by a steady fall. The available 
evidence suggested that the increase was due to mechanical 
causes, probably muscular activity, but it was harder to 
explain the leucopenia. The suggestion is put forward 
that this was due to increased pituitary-adrenocortical 
activity. E. W. Anderson 


2008. Electronarcosis in Psychiatric Treatment. 
(L’elettronarcosi in terapia psichiatrica) 

A. Canor and V. Aut. Rassegna di Studi Psichiatrici 
[Rass. Studi psichiat.] 38, 75-85, Jan.—Feb., 1949. 4 figs., 
18 refs. 


This paper deals mainly with the technical aspects of 
electronarcosis. After discussing the physiological basis 
of this form of treatment and comparing it with that of 
electric convulsion therapy, the authors criticize the 
technique used by some workers, particularly as regards 
the induction of the current. According to their 
observations a gradual increase of current from 0 to 
160 milliamps in 3 seconds causes the patient to make 
violent defensive movements, which sometimes make the 
continuation of treatment impossible. To prevent such 
an occurrence, and also to eliminate the possibility of 
any unpleasant subjective effects on the patient, the 
authors start the treatment with a tension of 60 to 80 
volts and a current of 60 mA. The current is then in- 
creased to 160 mA in 3 seconds and kept at this level for 
30 seconds, after which it is slowly reduced to 40 to 
50 mA, the ‘slow decrease tending to minimize the 
intensity of the clonic contractions. As soon as breath- 
ing becomes normal the current is again increased by 
5 mA every 25 seconds to 70 to 80 mA and maintained 
at that level for 6 minutes. Should laryngeal spasm 
occur, the current is reduced by 4 or 5 mA. [lIt is 
interesting to note that no steps are taken to maintain a 
free airway apart from aspirating the saliva.] 

The authors believe that the occurrence of clonic 
contraction during the tonic phase, the return of normal 
breathing in less than 40 seconds, the premature 
reappearance of intention movements, or the absence 
of amnesia after treatment are indications that insufficient 
current has been used and that it should be increased by 
20 to 30 mA on the next occasion. A. Limentani 
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2009. Severe Infectious Disease in the Elderly 
H. BRAINERD. Geriatrics [Geriatrics] 4, 1-10, Jan.—Feb., 
1949. 15 refs. 


The author discusses the increasing frequency of 
infectious disease in the aged. This he considers to be 
due partly to lack of natural immunization by sub- 
clinical infections in view of the modern tendency to 
mass immunization of children, and partly to inadequate 
understanding of the management of physiological 
processes disturbed by disease. 

The mortality rate from infectious diseases in old 
people is high. Meningitis, pneumonia, and diphtheria, 
treated according to accepted modern concepts, were 
studied by the author in order to determine those factors 
of morbidity, clinical course, and mortality peculiar to 
the older age-group. There were 222 cases of meningitis 
(meningococcal and pneumococcal only) treated at the 
San Francisco Hospital during 1943-6. Consideration 
of the various factors suggests that the greater mortality 
rate over the age of 45 is due to the relative lack of 
physiological adaptability to the stress of a severe 
infection. In 200 unselected cases of pneumonia the 
findings of other workers that coincidental disease or 
physiological handicap produces a poor prognosis in all 
age-groups was borne out, the mortality rate increasing in 
the older groups. In a series of 147 cases of diphtheria 
treated in the same hospital between 1942 and 1947, the 
high death rate could be at least partially attributed to 
the greater susceptibility of old persons to the action 
of the toxins. 

In none of the series was there reason to suspect a 
greater susceptibility in old people to disease because of 
a failure to produce antibodies. Further investigation 
is therefore necessary into the physiological disturbances 
produced in the aged by infection. Morag L. Insley 


2010. A Yaws Campaign in Sierra Leone 

R. D. HARDING. Transactions of the Royal Society of 
Tropical Medicine and Hygiene [Trans. R. Soc. trop. Med 
Hyg.] 42, 347-366, Jan., 1949. 1 fig., 11 refs. 


In a tract of country in the east of Sierra Leone with 
a population of approximately 276,000, practically the 
whole population has been examined at least once for 
yaws and all active cases have been treated, but in only 
about one-third of the area have permanent treatment 
centres as yet been established. About 58,000 cases 
have been treated. 

Yaws is prevalent over the whole area, but it has not 
been possible to correlate the incidence with vegetation, 
soil, or altitude. Roughly it may be said that the more 
primitive the conditions of living the higher the incidence; 
about two-thirds of the population over the age of 10 
have had yaws. Infectious cases appeared to be relatively 
uncommon after the age of 30, statistics taken in one 


chiefdom showing that 96-99% of infections occurred 
under this age. [The estimate of age can have been 
only a rough one.] There was a definite seasonal 
variation, cases being most frequent in the wet season 
from April to November. 

Difficulties in road communications made it impos- 
sible for work to be supervised in several places 
at the same time. The measures attempted included 
mass diagnosis and treatment, provision of permanent 
treatment centres, and organization of itinerant yaws 
attendants who tour villages, diagnose cases in the 
patients’ homes, and send them to the nearest centre. 
Diagnosis is made purely on clinical grounds. Treat- 
ment is carried out at village centres, injections being 
given at 5-day intervals and at two centres alternately. 
Acetarsol and bismuth sodium potassium tartrate 
(B.S.P.T.) were in routine use at first, but subsequent 
investigation showed that the latter as» supplied 
(Alexander’s formula) contained only 4-34% of bismuth 
metal; bismuth salicylate in oil, containing about 58%, 
was therefore substituted. At the beginning a combined 
dose of up to 5 ml. acetarsol and 4 gr. (0-25 g.) B.S.P.T. 
was given every 5 days. Toxic symptoms and in one 
case death occurred, a series of observations showing 
that acetarsol responsible. Subsequently the 
standard course for adults was one of four injections 
each of 2-5 ml. of acetarsol and 0-25 g. bismuth sali- 
cylate given concurrently at 5-day intervals. 

The most successful methods of control were mass 
treatment by mobile teams, and provision of numerous 
dispensaries, combined with home visiting. The author 
doubts whether complete eradication of yaws from a com- 
munity is possible, and moreover thinks that its disappear- 
ance might be followed by a large increase in syphilis. 
The practical object to be aimed at is reduction of the 
incidence of yaws to a very low level, with consequent 
improvement in the general health of the community 
and diminution of its more crippling manifestations. 

C. F. Shelton 


2011. Creeping Eruption, Systemic Therapy 
J. VAN DE Erve. Journal of Investigative Dermatology 
[J. invest. Derm.] 12, 69-79, Jan., 1949. 19 refs. 


The form of creeping eruption discussed here is caused 
by the third stage of filariform larvae of Ancylostoma 
braziliense. The best treatment in the past has been 
the freezing of the skin at the ends of burrows with 
carbon dioxide snow. Freezing is only effective if a 
blister is produced, otherwise the larva is simply stimu- 
lated. Stibophen, oxophenarsine, and antimony potas- 
sium tartrate have been tried as systemic remedies but 
have proved disappointing. 

The author describes results in 19 cases treated with 
oral “ hetrazan ’’ (1-diethylcarbamyl-4-methylpiperazine 
hydrochloride). The patients ranged in age from 4 
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months to 43 years and were infested with from one to 
thirty larvae. A dose of 2 mg. per kg. body weight 
thrice daily after meals appeared to be the optimum 
amount. Only one patient developed a toxic effect, 
nausea, on a dose of 4 mg. per kg., and she was later 
able to continue treatment with lower doses. Thirteen 
cases (764%) among 17 fully treated were cured, the 
average length of treatment being 10 days. Effective 
larvistasis was achieved in 48 hours and cure in from 
7 to 10 days. James Marshall 


VIRUSES 


2012. Studies on the Aetiology of Eosinophil-Monocytic 
Fever. (Studi sulla eziologia della febbre eosinofilo- 
monocitaria) 

F. Maarassi, G. LEONARDI, and P. Rovasio. Archiv. 
fiir die Gesamte Virusforschung {Arch. ges. Virusforsch.} 
4, 75-88, 1948. 2 figs., 14 refs. 


Eosinophil-monocytic fever is probably due to a 
virus. So far 23 cases have been observed. There are 
three types of the disease: the most severe, with mainly 
respiratory symptoms, runs a course similar to that of 
primary atypical pneumonia, and the others are accom- 
panied by transient fever or are apyrexial. The erythro- 
cyte sedimentation rate is usually increased, clot retrac- 
tion is diminished, and cold haemagglutinins may be 
found. In a group of 4 volunteers the pharynx was 
sprayed with a preparation of sputum and pharyngeal 
washings from a patient, and in 3 others 20 to 50 ml. of 
blood from a patient was injected intravenously. After 
7 to 10 days the number of monocytes and eosinophils 
increased, and the count remained high for 3 to 4 weeks. 
The number of eosinophil cells (up to 10%) and of 
monocytes and “ histioid” cells (up to 16%) in the 
sternal marrow also increased. The eosinophil cells in 
blood and marrow showed cytoplasmic vacuolation and 
pseudopodia. Only one of the 7 volunteers developed 
clinical symptoms such as headache and fever. 

E. Neumark 


2013. The Extracellular Development of Agents of the 
Psittacosis—Lymphogranuloma Group (Chlamydozoaceae) 
E. Weiss. Journal of Infectious Diseases (J. infect. Dis.] 
84, 125-149, March-April, 1949. 50 figs., bibliography. 


See also Section Microbiology, Abstracts 1758-60. 


2014. Tetraethylammonium Chloride in Treatment of 
Herpes Zoster and Intercostal Neuralgia 

R. L. FisHer, M. ZUKERMAN, and D. N. SWEENy. 
Archives of Neurology and Psychiatry [Arch. Neurol. 
Psychiat., Chicago] 61, 194-198, Feb., 1949. 6 refs. 


Tetraethylammonium is a quaternary ammonium ion, 
the chloride compound of which has a structure similar to 
that of acetylcholine. The chief property of this drug 
is its ability to block autonomic ganglia: The authors 
report their very favourable experiences with this 
compound in 3 cases of herpes zoster and one of inter- 
costal neuralgia. It was given intramuscularly in 


doses of 50 to 100 mg., according to the severity of the 
complaint and the response to the drug. The pain- 
relieving effect was observed in favourable instances 
10 to 15 minutes after injection of the drug, and its 
duration varied from 6 to 8 hours. In 2 cases it was 
possible to discontinue treatment within a few days; in 
the other 2 cases, both of herpes zoster, continuous 
injections were required over periods of from 1 to 3 
months. No unfavourable reactions were noted. pro- 
vided the necessary precautions as regards general health 
conditions were observed. F. F. Kino 


2015. Immunity to Yellow Fever Six Years After 
Vaccination 

G. W. A. Dick and K. C. SMITHBURN. American 
Journal of Tropical Medicine {Amer. J. trop. Med.} 29, 
57-61, Jan., 1949. 6 refs. 


After the 1941 epidemic of yellow fever in Uganda, 
more than 145,000 persons were inoculated with yellow 
fever vaccine 17 D from the International Health 
Division of the Rockefeller Foundation. Its potency 
was tested before use. Five to 6 years later persons were 
re-tested for immunity in areas where it was known that 
no yellow fever had occurred in the interval. The 
absence of yellow fever was confirmed by the complete 
lack of immunity in children under 5 and 6. The 


Percentage of immune subjects varied in different groups 


from 79-7 to 91-8% 5 and 6 years after inoculation; the 
true immunity rate was probably higher. No immuno- 
logical difference was found between children and adults. 
The conclusion is reached that a certificate of yellow fever 
inoculation should be valid for 6 years instead of 4. 
Clement Chesterman 


2016. Wallingford Poliomyelitis Virus: Another Strain 
of the Lansing Type, Infective in Rodents 

D. Boptan. Proceedings of the Society for Experimental 
Biology and Medicine [Proc. Soc. exp. Biol., N.Y.| 70, 
1-5, Jan., 1949. 13 refs. 


Since the original isolation by Armstrong of polio- 
myelitis virus capable of infecting rodents, 4 other strains 
related to this Lansing virus and also infective in rodents 
have been established—namely, MEFI, Yale-SK, 
Phillips, and WW. It has now been found that the 
Wallingford (Wfd.) virus, isolated from the central 
nervous system of a patient in California in 1934, is 
pathogenic to cotton-rats and mice. When the Wfd. 
virus was tested for immunological relationships with 
the Lansing and Brunhilde viruses by inoculation in 
vaccinated monkeys it was found to be indistinguishable 
from the Lansing virus. A. J. Rhodes 


2017. Cultivation of the Lansing Strain of Poliomyelitis 
Virus in Cultures of Various Human Embryonic Tissues 
J. F. ENpers, T. H. WELLER, and F.C. Rossins. Science 
[Science] 109, 85-87, Jan. 28, 1949. 6 refs. 


Experiments were undertaken to investigate the 
question whether poliomyelitis virus can grow in extra- 
neural tissues. The cultures consisted of tissue frag- 


ments suspended in salt solution and ox-serum ultra- 
filtrate. Material from human embryos, such as tissue 
from arms and legs, intestine, and brain, was used. The 
results suggest that multiplication of the Lansing strain 
of virus has occurred in these media, and it would appear 
that it must grow either in peripheral nerve processes or 
cells not of nervous origin. A. J. Rhodes 


2018. On the Immunology of Certain Mouse-adapted 
Poliomyelitis Virus Strains when Cultivated in Embryo- 
nated Eggs 


M. PoweLt and W. A. Jamieson. Journal of In- 


fectious Diseases (J. infect. Dis.) 83, 238-242, Nov.—Dec., 
1948. 5 refs. 


The authors have verified a previous report (Schultz 
and Enright, Proc. Soc. exp. Biol., N.Y., 1946, 63, 8) 
that the Columbia SK virus can be cultivated in embryo- 
nated eggs and have also cultivated the MM virus and a 
highly virulent variant of the Lansing strain by the same 
method. Vaccines were prepared from 10% suspensions 
of chick embryos infected with each of these three viruses, 
and inactivated by various means. These vaccines were 
then tested for their immunizing action in mice, it being 
found that slight resistance was conferred against peri- 
pheral infection. Antisera against the same three viruses 
were obtained by the inoculation into rabbits of live 
virus in the form of suspension of chick embryo, and 
against the original strain of Lansing virus (which cannot 
be cultivated in eggs) by the inoculation of mouse brain 
suspension. Neutralization tests were then performed by 
inoculation of virus-antiserum mixtures into mice. The 
SK, MM, and variant Lansing antisera neutralized homo- 
logous and heterologous viruses. Antiserum against the 
original Lansing strain, however, had practically no 
neutralizing action on the above viruses, and their 
antisera had none on the Lansing virus. Serum protec- 
tion tests were then carried out in mice inoculated perito- 
neally with SK antiserum. This serum exerted good 
prophylactic action against the SK, MM, and 
variant Lansing viruses; some effect was even shown 
if serum was given up to about 24 hours after 
nasal inoculation of the virus. It appears, therefore, 
that the SK, MM, and variant Lansing viruses are 
immunologically related, but are not related to the 
original Lansing virus. A, J. Rhodes 


See Section Neurology, Abstract 1962. 


2019. Experiments on Transmission of Infectious 


Hepatitis to Guinea-pigs. [In English] 

M. JersitD and P. KRaG. Acta Pathologica et Micro- 
biologica Scandinavica [Acta path. microbiol. scand.] 25, 
603-607, 1948. 7 refs. 


In 1944 and 1945 Verlinde, Boer, and van Genderen 
reported the experimental production of fever and 
hepatitis in guinea-pigs fed on a deficient diet and 
inoculated with material from human cases of hepa- 
titis. The authors have attempted to reproduce this 
condition by: (1) the inoculation of 8 guinea-pigs with a 
suspension of liver from a fatal case of “* acute hepatitis”’ ; 
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(2) the inoculation of 16 guinea-pigs with sera from acute 
cases, and liver suspensions obtained by aspiration 
biopsy from chronic cases of infective hepatitis; and 
(3) the inoculation of 7 guinea-pigs with icterogenic 
serum (batch 034) which had been used for experiments 
on human volunteers and on animals (with negative 
results) in England. Of these 28 animals 8 became 
febrile during the second to fourth week after inoculation 
for periods up to 15 days. One of 15 control animals 
had an increase in temperature for 5 days. A detailed 
analysis of the temperature of inoculated and control 
animals suggested that these elevations of temperature 
were related to alterations in the diet necessary for 
maintenance of weight. 

Liver suspensions from the 16 animals in series (2) 
were then injected into 14 new guinea-pigs and suspen- 
sions from these animals later injected into a further 
batch and so on for up to 5 passages. The series injected 
with material originating from chronic hepatitis cases 
eventually included 71 animals in all, of which fever 
occurred in 7 only. Histological examination of 84 
livers revealed little significant pathology. Liver sus- 
pensions of 32 guinea-pigs of the chronic hepatitis series 
with fever or liver lesions and were used as antigens in 
complement-fixation tests with 70 sera from animals of 
the same series; 2 of the antigens were found to react 
strongly with 2 of the sera, and weakly with one. The 
authors consider that their results warrant further 
investigation of this problem along these lines. 

F. O. MacCallum 


2020. Hepatitis from Homologous Serum. (Contri- 
buci6n a la hepatitis por suero homdlogo) 

A. MUNOZ ARMESTAR. Archivos Peruanos de Patologia 
y Clinica [Arch. peruan. Patol. Clin.] 2, 537-552, Dec., 
1948. Bibliography. 


Ten cases of hepatitis are recorded from Peru after 
blood transfusions: in 8 cases whole blood was used for 
transfusion, and in 2 cases plasma was given. Hepatitis 
has occurred in 5% of all transfusions carried out in 
Peru. The ages of the patients described varied from 
29 to 59 years, and hepatitis developed in from 59 to 
150 days after the first transfusion. Two patients died. 

G. M. Findlay 


2021. Isolation of Herpes Virus from a Case of Atypical 
Pneumonia and Erythema Multiforme Exudativum, with 
Studies of Four Additional Cases 

H. R. MorGAn and M. FINLAND. American Journal of 
the Medical Sciences [Amer. J. med. Sci.] 217, 92-95, 
Jan., 1949. 9 refs. 


An attempt was made serologically to isolate a 
psittacosis-like virus in cases of erythema multiforme 
exudativum associated with pulmonary lesions; since an 
aetiological relationship between herpes simplex and 
erythema multiforme exudativum has been suggested, the 
possibility of isolating a herpes virus was also considered. 
The materials used are indicated and the serological tests 
carefully described; the results of these are set out in full 
in two tables comprising a complete study of the 5 cases 
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investigated. In one fatal case of atypical pneumonia 
with erythema multiforme exudativum a strain of herpes 
simplex virus was isolated. Such a finding from a 
human lung has not hitherto been reported. The virus 
was not isolated in the other cases, nor, in spite of great 
care in the investigations, were the agents of the 
psittacosis—granuloma-inguinale group of viruses. 
J. M. Anderson 


2022. Measles Encephalitis 

E. AppeLBAUM, V. B. DotGopoL, and J. DOLGIN. 
American Journal of Diseases of Children [Amer. J. Dis. 
Child.| 77, 25-48, Jan., 1949. 7 figs., 18 refs. 


The problem of acute encephalitis associated with the 
exanthemata is discussed in relation to 74 cases of measles 
encephalitis, observed over a 10-year period in one 
hospital. The chief interest of the study lies in the post- 
mortem findings in 7 fatal cases. The most pronounced 
feature in those with the shortest history of neurological 
symptoms before death (3 days or less) was the presence 
of scattered areas of cellular infiltration of the adventitia 
of the veins. When symptoms had been present for 
3 days or longer, the better recognized sign of demyelina- 
tion began to be obvious, accompanied or followed by 
increase of microglia in response to cell damage. The 
authors consider the condition primarily inflammatory. 
Certainly in cases where neurological signs precede or 
appear with the rash, perivascular infiltration or a 
haemorrhagic encephalitis is commonest. The nature 
of the association between the exanthem and the 
encephalitis remains unsolved. 

Sequelae are common. In a follow-up study of 33 
cases, only 13 appeared entirely normal. Minor or 
major signs of cerebral alterations were present in the 
remainder. In the acute stage, human measles immune 
serum and human pooled plasma were without effect. 

W. G. Wyllie 


RICKETTSIAL INFECTIONS 


2023. Aureomycin: Protective Effect in Experimental 
Rocky Mountain Spotted Fever and Typhus with Par- 
ticular Reference to Intermittent Treatment 

L. ANIGSTEIN, D. M. WHITNEY, and J. BENINSON. Texas 
Reports on Biology and Medicine (Tex. Rep. Biol. Med.} 
7, 96-110, Spring, 1949. 8 refs. 


The authors, working in the rickettsial research 
laboratory of the University of Texas, investigated the 
activity of aureomycin, from Streptomyces aureofaciens, 
on experimental Rocky Mountain spotted fever and 
epidemic typhus (Breinl strain) in guinea-pigs. The 
aureomycin used was the golden-yellow crystalline 
hydrochloride and the guinea-pigs, which were of both 
sexes and weighed 450 to 500 g., were kept in an air- 
conditioned laboratory at 76 to 78° F. 

Experimental infection with Rocky Mountain spotted 
fever was by the intra-abdominal injection of 1 ml. of a 
1 in 100 spleen suspension from a guinea-pig, the vehicle 
being skimmed milk. For typhus fever infection 


guinea-pig brain, similarly treated, was used. A com- 


plete or partial suppression of fever in both rickettsioses 
was achieved by treatment on the same day or 24 or 
48 hours after the injection. Single doses of 1 to 3 mg, 
aureomycin per day, subcutaneously, were successful in 
the majority of cases, and equally good results followed 
daily dosage for 7 days or dosage at intervals of 48 or 
72 hours. With few exceptions all treated animals 
recovered from spotted fever although 90 to 100% of 
controls died. In all cases guinea-pigs which recovered 
were immune to re-inoculation with homologous 
rickettsiae. The titre of complement-fixing antibodies 
in the blood of treated guinea-pigs was proportional to 
the dose of aureomycin used. In animals treated 48 or 
72-hourly with 1 mg. doses titres up to | in 4,096 were 
found, compared with titres of 1 in 8 to | in 128 in those 
treated with 2 mg. doses. Malcolm Woodbine 


2024. Ocular Changes Associated with Scrub Typhus. A 
Study of Four Hundred and Fifty-one Patients 

H. G. Archives of Ophthalmology [Arch, 
Ophthal., Chicago] 40, 235-267, Sept., 1948. 12 figs., 
12 refs. 


Characteristic ocular signs occur in scrub typhus and 


are of diagnostic value. Conjunctival congestion, sub- 


conjunctival haemorrhages, ecchymosis of the eyelids, 
keratitis, and nystagmus may be early signs. Engorge- 
ment of the veins, with blurring and irregularity of calibre 
and thrombosis may occur in the third week, while 
arterial sheathing, papilloedema, and retinal haemor- 
rhages and exudates are also found. Histological 
investigation reveals choroiditis and swelling of the 
optic disk. Statistical investigation has shown that 
retinal changes are more common in association with 
such complications as myocarditis, hepatitis, interstitial 
nephritis, and meningitis. A, G. Cross 


2025. Infection of Guinea Pigs with Massive Doses of 
Rickettsiae of Epidemic and Murine Typhus 

F. P. GALLARDO and J. P. Fox. Journal of Immunology 
[J. Immunol.] 60, 455-463, Dec., 1948. 12 refs. 


The authors were able to produce severe and often 
fatal disease in guinea-pigs by intra-abdominal and 
intracardiac inoculation of concentrated suspensions of 
Rickettsia prowazekii and R. mooseri of high infectivity. 
Rickettsia-infected chick embryo yolk sacs and infected 
cotton-rat liver were employed as inocula. A 10% 
suspension of yolk sac infected with virulent R. prowazekii 
caused death in all but one of 20 large guinea-pigs inocu- 
lated intra-abdominally. Death was preceded by a 
severe febrile illness with emaciation and in some cases 
paraplegia. Evidence is produced to exclude the 
possibility of infection with some unrecognized extraneous 
agent, either viral or bacterial. A number of factors 
appeared to influence the response in guinea-pigs to 
massive infection with R. prowazekii in yolk-sac sus- 
pension. Thus small animals (250 g.) survived infection 
more frequently than did larger and older ones (600 g. or 
over). The mortality rate was higher during the colder 
months of the year. The severity of the disease and the 
mortality rate were greater after intracardiac than after 
intra-abdominal inoculation. 
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Strains of murine typhus appeared to be less virulent 
for guinea-pigs than did strains of rickettsiae of epidemic 
typhus. Of 46 guinea-pigs (large and small) inoculated 
with murine strains, 5 died and in 2 fatal cases death was 
not attributed to rickettsial infection. Scrotal swelling 
was marked in large male guinea-pigs but slight in small 
ones inoculated intra-abdominally and absent in those 
inoculated intracardially. 

The uniformly severe reactions after inoculation of 
massive doses of virulent strains of R. prowazekii provided 
a means of obtaining clear-cut results in a series of 
“ challenge *”’ experiments. All the animals immunized 
with virulent epidemic or murine strains completely 
resisted challenge with the highly infective yolk-sac 
suspensions. In non-immune animals a persistent fever 
invariably developed, accompanied by significant loss 
of weight, and many of them died after a challenge dose 
of the same inoculum. The suspensions used in these 
experiments produced more severe disease than that 
ordinarily produced by the more commonly employed 
inocula. The authors conclude that infection of guinea- 
pigs with massive doses of rickettsiae may prove useful 
in future studies of the chemotherapy of typhus, and as a 
basis for the development of additional serum- 
neutralization techniques. G. B. Forbes 


2026. Effect of an Analogue of DDT on Experimental 
Murine Typhus 

F. K. FitzPatrick. Proceedings of the Society for 
Experimental Biology and Medicine [Proc. Soc. exp. 
Biol., N. Y.] 70, 90-91, Jan., 1949. 2 refs. 


The nitro analogue of DDT, 1 : 1 : 1-trichloro-2 : 2- 
bis(p-nitrophenyl) ethane, previously called “ nitro- 
gesarol’’ by the Germans, was found to be a better 
rickettsicidal agent than p-aminobenzoic acid. When 
the compound was given in as small a proportion as 
0-5%, in the diet to mice infected with murine typhus the 
rate of survival was similar to that obtained with 2°%% of 
p-aminobenzoic acid in the diet—51 out of 53 mice 
surviving with the former as compared with 49 out of 
53 with the latter. Withdrawal of the drug resulted in 
the death of 26 out of the 53 mice treated with the nitro 
analogue of DDT, and of 41 out of the 53 mice treated 
with p-aminobenzoic acid. The toxicity to mice of the 
nitro analogue of DDT administered orally was of a low 
order, since doses of 5 g. per kg. did not cause any deaths. 

R. Wien 


2027. Effect of para-Aminobenzoic Acid on Murine 
Typhus. A Clinical Study of 60 Cases 

R. S. Diaz-Rivera, C. GUZMAN Acosta, P. J. COLLAZO, 
and A. PoMALES LEBRON. American Journal of the 
Medical Sciences [Amer. J. med. Sci.| 217, 13-20, Jan., 
1949. 1 fig., 18 refs. 


In a study of some 60 cases of murine typhus 33 patients 
were given p-aminobenzoic acid (PABA) as well as the 
usual supportive treatment. The remaining 27 had 
Supportive treatment alone and served as controls for 
the evaluation of the PABA therapy. In patients with 
early bronchopneumonia, influenza, malaria, and typhoid 


fever—none of whom gave a positive Weil-Felix reaction- 
no improvement occurred after large doses of PABA. 
Complete clinical pictures are given and the results in 
treated and control cases fully tabulated. A few patients 
had had either penicillin or sulphadiazine before treat- 
ment with PABA was started, but without benefit. 

It is concluded that patients with endemic typhus 
tolerate large doses of p-aminobenzoic acid without toxic 
manifestations occurring; that the course of the disease 
is shortened, especially if treatment is begun early; that 
the severity of the infection is modified within 24 to 
48 hours; that the drug aids in reducing toxic manifesta- 
tions; that it does not seem to affect the immunological 
response of the body to infection with the rickettsiae of 
murine typhus; and that large doses are safe and 
beneficial, especially if started early. J. .M. Anderson 


2028. Observations on Experimental Q Fever 
C. B. Puiwie. Journal of Parasitology [J. Parasit.| 34, 
457-464, Dec., 1948. 6 refs. 


This paper records a series of miscellaneous experi- 
ments on the transmission of the rickettsia which Philip 
(Publ. Hlth Rep., Wash., 1948, 63, 58) now proposes to 
call Coxiella burnetii instead of Rickettsia burnetii. The 
rickettsia is not transmitted, even mechanically, by 
Aédes aegypti. \t persists in the tissues of Dermacentor 
andersoni and is also found in the faeces of the ticks. 
Guinea-pigs can be infected when powdered faeces are 
dusted into the nostrils, eyes, and mouth, in separate 
tests. Infected faeces stored at room temperature and 
70°%% humidity for nearly 6 years still showed recognizable 
rickettsiae on microscopical examination and antigenicity 
in serological tests, and also produced immunity in 
infected animals, but no strains were recovered from 
animals or in developing hens’ eggs. House flies, 
Musca domestica, become contaminated with C. burnetii 
if allowed to feed on moist infected tick faeces or on 
infected spleen pulp. The organisms were recovered 
from house flies caught at large in a room in which 
Q-fever-infected animals were kept. G. M. Findlay 


2029. Serological Evidence of Q Fever in Great Britain 
M. G. P. Stoker. Lancet [Lancet] 1, 178-179, Jan. 29, 
1949. 14 refs. 


Q fever was first recognized in Queensland, Australia, 
where its rickettsial aetiology was subsequently demon- 
strated. During the recent war Rickettsia burnetii was 
recovered during some outbreaks of “ atypical pneu- 
monia”’ among British and American troops in Italy, 
and serological studies there suggested that Q fever was 
endemic among the local civilian population. The 
disease has also been identified in Panama, United States, 
Germany, Switzerland, and Turkey. The exact sources 
of infection are unknown, though inhalation of infected 
tick excreta from the hides of cattle has been suggested, 
for it is known that cattle themselves may acquire 
infection. 

Complement-fixing antibodies specific for Q fever were 
detected in the serum of 3 out of 24 patients examined 
in recent investigations of atypical pneumonia in Great 
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Britain. Two of these patients had never been overseas: 
the third had been a prisoner of war in Germany for 
6 months in 1943, during which time he had remained 
well. This serological evidence suggests that if the 
diagnosis of Q fever be considered in localized outbreaks 
of ** atypical pneumonia ”’ in Great Britain, the isolation 
of R. burnetii, final proof of the presence of the disease, 
may be achieved. J. Pickford Marsden 


2030. Laboratory Infection in Q Fever. (Labora- 
toriumsinfektionen bei Q-Fieber) 

E. G. Nauck and F. Weyer. Deutsche Medizinische 
Wochenschrift [Dtsch. med. Wschr.| 74, 198-202, 1949. 
2 figs., 10 refs. 


An account is given of a mild outbreak of Q fever 
among research workers and laboratory personnel at the 
Hamburg Institute of Tropical Diseases in 1947-8. In 
9 out of 13 cases the diagnosis was based on clinical and 
microscopical findings, supported in 4 cases by the 
demonstration of Rickettsia burnetii in mice and guinea- 
pigs inoculated with human infective material, or in lice 
fed on artificially infected laboratory animals. All the 
affected persons recovered. The source of infection was 
a strain maintained through many mouse passages 
and transmitted artificially to two ticks (Ornithodorus 
moubata Murray). It is surmised that inhalation of the 
dust laden with infective material was the cause of this 
outbreak. The history of 9 representative cases is given 
in detail, and a comparison is made between this outbreak 
and others reported recently in the literature. 

H. P. Fox 


BACTERIA 


2031. The Epidemiology of Typhoid Fever. I. Incidence 
in Contacts. (Aporte a la epidemiologia de la fiebre 
tifoidea. I. Incidencia en contactos) 

H. Romero, O. CaBeLLto, and S. MuNoz. Revista 
Chilena de Higiene y Medicina Preventiva [Rev. chil. 
Hig.] 10, 213-226, Dec., 1948. 19 refs. 


This study was undertaken in Santiago Province, 
Chile. During a period of 90 days the authors kept 
under their observation the members of 26 families in 
which one or more cases of typhoid fever had occurred. 
Among a total of 153 contacts there were 17 fresh cases 
and the intervals are noted between the first case and 
others in the different families. In four this interval was 
1-7 days; in three it was 22 to 28 days; in two each 
6, 7, and 9 weeks, and in one each 2, 3, 5, and more 
than 9 weeks. Of these “‘ secondary ” cases, it is note- 
worthy that four were in children below the age of 5 years, 
6 in the next quinquennium; 14 of the 17 were below 
15 years of age. Among the “ primary” patients, 8 
were between 5 and 9 years old and 5 between 10 and 
14 years. Fifty-eight of the contacts had received two 
doses of vaccine and only one of these became infected, 
whereas among 86 not vaccinated there were 16 cases of 
infection. 

[In view of the small numbers in this investigation, 
caution is necessary in attempting to apply the findings, 


"2032. Malignant 


but it will be seen that the incidence among young 
children was higher than is usually reported.] Since 
there were 16 out of 41 unvaccinated contacts under 
the age of 10 years infected, the authors lay stress on 
the importance of not neglecting to vaccinate the young. 
H. Harold Scott 


Meningococcaemia. Haemorrhagic 
Inflammation of the Adrenals. (La méningococcie 
maligne, syndrome malin des méningococcies. Les 
surrénalites hémorragiques) 

C. Masstas and TRAN-VAN-BANG. Annales de Médecine 
[Ann. Méd.] 49, 555-579, 1948. Bibliography. 


From the Medical Clinic of the Faculty of Medicine 
of Indo-China the authors describe 30 cases of malignant 
meningococcal fever observed during the Tonkin epidemic 
of 1940. Altogether 500 cases of cerebrospinal fever 
came under observation of which 28 (all of the malignant 
type) were fatal. The treatment was by sulphapyridine 


administered orally in 5 g. doses for 3 days; no advantage’ 


was found to follow more prolonged medication. They 
particularly note the efficacy of this treatment, apparently 
sO primitive by modern standards; only in very severe 
cases with vomiting was intravenous medication 
employed. 
. There is a detailed description of the clinical and 
pathological features of the 28 fatal cases. The authors 
attribute malignancy entirely to hypervirulence of the 
organism, pointing out that as the epidemic developed 
the number of malignant cases increased. [This is the 
usual finding; sporadic cases are seldom of the severest 
type.] The authors stress the presence of cardiovascular 
collapse and go so far as to suggest the aphorism: ** Any 
patient who is flushed is not suffering from meningococcal 
fever.” They note that cyanosis and chilling of the 
extremities is associated with peripheral vasoconstriction; 
this contrasts with the intense hyperaemia of viscera 
found at necropsy. They regard a heavy purpuric rash 
as of grave prognostic import [this has not always proved 
the case in epidemics observed in England], note that 
meningococci can be readily demonstrated in smears 
obtained by scarifying the spots [this observation seems 
to be original], and state that the more fulminant the 
case the less likelihood is there of meningeal involvement. 
In their malignant cases the authors found four types 
of cerebrospinal fluid: (1) normal; (2) a fluid contain- 
ing few cells but numerous organisms; (3) an opalescent 
fluid which was in effect a pure culture of meningococci; 
(4) a purulent fluid, associated with the most favourable 
prognosis. Blood examination showed that meningo- 
cocci could frequently be obtained from capillaries (for 
example, by pricking the finger) when they could not be 
demonstrated by venipuncture. In blood smears 
degeneration of leucocytes was commonly observed. 
The authors give a synoptic review of the morbid 
anatomy of all cases now grouped under the [somewhat 
unnecessary] title of Waterhouse—Friderichsen syndrome. 
In 10 of the 20 cases which they examined gross haemor- 
rhage into the suprarenals was present. Many other 
haemorrhagic lesions were found in other situations 
together with enlargement, sometimes gross, of the 
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mesenteric lymph nodes. The authors liken this picture 
to that of plague, another disease in which wide bacterial 
dissemination is prone to occur. The authors consider 
that adrenal cortical extract should be tried in the therapy 
of this condition but it is significant that the only 2 cases 
in this group to recover were, by the authors’ admission, 
on the borderline of malignancy. 

[The clinical descriptions in this paper are quite 
admirable and sure to be of interest to all specialists 
in this field.] Jos. B. Ellison 


2033. Afebrile Cases of Melioidosis 
R. Green and D. S. MANKIKAR. British Medical 
Journal (Brit. med. J. 1, 308-311, Feb. 19, 1949. 22 refs. 


The mortality rate of patients infected with Pfeifferella 
whitmori is 95%, and cases of melioidosis without 
constitutional symptoms are very rare. The case is 
described of a male Indian with a painful swelling of a 
cervical lymph node. Aspiration yielded pus from which 


Pf. whitmori was grown in pure culture. The patient’s - 


serum agglutinated his own strain of Pf. whitmori to a 
titre of 1 in 680 anc a known Pf. whitmori serum aggluti- 
nated the patient’s strain of Pf. whitmori to a titre of 
1 in 880. A course of 12 g. of sulphapyridine caused the 
swelling to subside, and 6 years later the patient was 
still well. 

Sulphamezathine, sulphathiazole, sulphadiazine, and 
chloromycetin have been found of value in treatment of 
this condition, while streptomycin and polymyxin have 
no inhibitory effect on Pf. whitmori. Penicillin, except 
for instillation into infected cavities, is also without value. 

Geoffrey McComas 


2034. Studies on Infection with Brucella abortus Variants 
W. Braun and S. HauGe. Journal of Immunology [J. 
Immunol.) 60, 443-453, Dec., 1948. 9 refs. 


This study deals with the reaction in three animal hosts 
—rabbit, guinea-pig, and mouse—to the inoculation of 
several variants of virulent and avirulent strains of 
Brucella abortus. Clones (offspring of an isolated single 
cell) of smooth, intermediate, rough, and mucoid 
variants provided the inocula. Mice were bled from the 
heart and killed 5 weeks after the inoculation. Guinea- 
pigs and rabbits were bled at 4 weeks and killed at 9 to 
10 weeks. Details are given on the survival rate after 
infection, agglutination tests, spleen weights, spleen 
culture, and effect of anti-serum treatment. 

Differences in agglutinin production among the three 
host species after inoculation of identical antigens were 
noted. The rabbit produced agglutinins to higher titre 
than either the guinea-pig or the mouse, and reciprocity 
of reaction was more constant with serum from this 
animal. The authors stress the unreliability of colony 
form as a means for the determination of antigenic 
variants. Their results revealed differences in antigenic 
properties between certain variant clones of identical 
type, and produced in vivo confirmation of the differences 
earlier detected by the use of the acriflavine test. Variants 
identical with the particular inoculated strain were re- 
covered from the spleen of almost all the mice used in 


the experiment. In the case of guinea-pigs and rabbits, 
however, a positive spleen culture was obtained only from 
animals which had been inoculated with the virulent S 
type. It had previously been shown (J. Bact., 1946, 52, 
243 and 1947, 54, 545) that the globulin fractions of sera 
from healthy rabbits, guinea-pigs, cattle, and human 
subjects possess a selective factor which suppresses the 
growth of non-S variants in broth culture, and that the 
sera of rats and mice lack this factor. In view of this 
difference in host susceptibility, the authors warn against 
generalizing from observations on one single host species. 
The effects of antisera produced from smooth types and 
several non-smooth variants in mice previously inoculated 
with a virulent smooth strain showed, on the basis of 
spleen weight, that the greatest mitigation of infection 
was produced in animals treated with antiserum produced 
from an “ intermediate’ variant. The authors believe 
that further studies with selected variants may eventually 
yield clones of higher immunogenic potency, and 
antisera with greater bactericidal effect. 
G. B. Forbes 


2035. Human Tularaemia in France. (La _ tularémie 
humaine en France) 

G. GirarD. Revue de Pathologie Comparée [Rev. Path. 
comp.] 49, 172-178, Feb., 1949. 4 refs. 


Since 1946, cases of tularaemia have been diagnosed in 
France, and up to the present, among 54 that have 
occurred, 27 were on the Riviera and 11 in the Niévre. 
Others have been widely scattered, 2 having been seen 
in Strasbourg. Hares have been found infected. Apart « 
from 2 patients with typhoid symptoms, all others have 
had the glandular form with swelling of the lymph nodes. 
No deaths have occurred. Until enlargement of the 
lymph nodes is seen the cases are liable to be mistaken 
for influenza. G. M. Findlay 


2036. Streptomycin in Human Plague Compared with 
Other Treatments 

P. V. KARAMCHANDANI and K. §S. Rao. Lancet [Lancet] 
1, 96-97, Jan. 15, 1949. 2 figs., 1 ref. 


A comparison is made of various methods of treatment 
in 206 cases of human plague. Of the series, 85% of 
cases were of bubonic type, 8% septicaemic, 4% cellulo- 
cutaneous, and the remainder included 3 cases of 
intestinal, 2 of pneumonic, and 1 of cerebral type. 

The mortality rate in inoculated patients was somewhat 
lower than in the non-inoculated, 27-5% in the former 
group compared with 32:5% in the latter group. 
[Although it is stated that previous inoculation did not 
afford protection against the disease such a conclusion 
cannot be drawn from the figures supplied which do not 
take account of the population at risk.] 

Different methods of treatment were applied to four 


_ groups of very unequal numbers. The first group of 153 


cases was treated with anti-plague serum, sulphathiazole, 
and soluthiazole *’. The mortality rate in this group 
was about 28%. In the second group of 32 patients who 
received anti-plague serum and sulphadiazine, the 
mortality rate was 22%. The third group; containing 


_ 
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only 6 cases, received penicillin and sulphathiazole. 
In this group the mortality rate was 82%. The authors 
conclude that penicillin is without effect in the treatment 
of human plague. Streptomycin was employed in the 
remaining group of 15 cases with what were regarded as 


excellent results. All of these patients were moribund — 


on admission and in some the condition had failed to 
respond to sulphadiazine. Considering the unfavour- 
able condition of the patients before therapy, the 
mortality rate of 20% in this group was remarkably low. 
The minimum effective dosage of streptomycin was 1 to 
2 g.; the maximum dosage employed was 8 g. spread 
over 4 days. T. Anderson 


2037. Streptomycin in Whooping-cough 

H. SCHWABACHER, R. H. WILKINSON, and C. W. C. 
KARRAN. Lancet [Lancet] 1, 180-183, Jan. 29, 1949. 
1 fig., 20 refs. 


After diagnostic swabbing, 11 children were treated by 
inhalation of 150,000 units streptomycin, once daily, by 
means of a baby’s gas helmet attached to a Collison 
aerosol volatilizer. Three others received this treatment 
four times daily, one of them also receiving 200,000 units 
streptomycin intramuscularly four times daily. Three 
others were given streptomycin only by the intramuscular 
route, 200,000 units four times daily. Trials were 
limited to 4-day periods and no clinical improvement 
resulted in any case. As strains of Haemophilus pertussis 
and H. parapertussis proved sensitive to streptomycin in 
vitro, and as parenteral therapy yielded effective strepto- 
mycin levels in blood, it is assumed that treatment was 
clinically ineffective either because of the development 
of resistant strains, or because the dosage of the drug or 
the length of treatment was insufficient. No strepto- 
mycin was found in blood or urine in a limited number of 
samples examined after the inhalation. Sputum was 
not available for estimation of streptomycin levels. 

J. Pickford Marsden 


2038. Whooping Cough Treated with Pertussis Immune 
Serum (Human). Report of a Controlled Series of 
Fifty-two Patients Under One Year of Age 

P. F. Luccuest and A. C. LABOocCETTA. American 
Journal of Diseases of Children [Amer. J. Dis. Child.} 
77, 15-24, Jan., 1949. 2 figs., 13 refs. 


Whooping cough is most lethal in early infancy. The 
authors report an attempt to influence the course of the 
disease by giving large doses of pertussis immune serum. 
Fifty-two patients under one year of age were observed; 
26 received serum, which was given intravenously, a 
first dose of 50 to 100 ml. being followed by a daily 
dose of 50 ml., until at least five doses had been given. 
The day of the disease was counted from the first day of 
cough. In uncomplicated cases there was a more 
regular decline in frequency of paroxysms, but, even with 
such lavish dosage, no benefit was noted in those patients 
with bronchopneumonia. In patients receiving serum, 
the temperature took longer to subside than in the control 
group. = W. G. Wyllie 


TUBERCULOSIS 


2039. Tuberculosis and Vaccination. (Zur Frage der 
Tuberkulose-schutzimpfung) 

A. WALLGREN. Beitrdge zur Klinik der Tuberkulose 
[Beitr. klin. Tuberk.] 101, 295-315, 1948. 35 refs. 


The author discusses in great detail the advantages of 
B.C.G. vaccination. He justifies this measure by the 
success Swedish, Norwegian, and Danish workers have 
attained. In Sweden the most frequently used technique 
is the intradermal method. The number of vaccinations 
is continually increasing, and about 250,000 persons are 
annually immunized. The vaccination cannot produce 
progressive tuberculosis either in man or in animals, 
Vaccinated children are protected against the disease for 
a period of up to 10 years. The author suggests the 
immunization of every person with a negative reaction 
to tuberculin, and especially of children who live in 
contact with tuberculous individuals or may come into 
close contact with such persons. Vaccination can be 
performed at any age. In certain professions—for 
example, nursing—the Swedish Health Department has 
introduced vaccination as a compulsory measure. The 
vaccinated persons undergo a control examination of 
tuberculin sensitivity at the ages of 3, 7, 15, and 21 or 
later; those with a negative reaction are re-vaccinated. 
Swedish statistics show a definite decrease in the incidence 
of pulmonary tuberculosis since the use of B.C.G. as a 
preventive measure. Franz Heimann 


2040. Tuberculosis and Malnutrition. (Uber Besonder- 
heiten des Tuberkuloseablaufs nach hochgradiger 
Unterernahrung) 

E. H. MULier. Beitrdége zur Klinik der Tuberkulose 
(Beitr. klin. Tuberk.] 101, 316-322, 1948. 12 refs. 


The author describes 2 cases of pulmonary tuber- 


-culosis in association with severe malnutrition. Although 


the latter improved with suitable diet the tuberculosis 
advanced and there were clinical and radiological signs 
of deterioration. Only after 10 to 12 months did the 
patients start to recover. The paradoxical behaviour of 
the organism is discussed—rapid increase of weight on 
the one hand and extraordinary exacerbation of the 
lung process on the other—and these reactions are 
related to disturbances of metabolism due to serious 
chronic malnutrition. Franz Heimann 


2041. Antituberculous Activity and Toxicity of Lupulon 
for the Mouse 

Y. C. Cuin, H. H. ANDERSON, G. ALDERTON, and J. C. 
Lewis. Proceedings of the Society for Experimental 
Biology and Medicine [Proc. Soc. exp. Biol., N.Y.) 70, 
158-162, Jan., 1949. 17 refs. 


The antibacterial properties of hops have long been 
recognized in connexion with brewing. Lupulon, 


obtained from hops in crystalline form, has some 
activity in vitro against mycobacteria as well as other 
micro-organisms. The present authors found the in 
vitro inhibitory end-point against the H37 Rv strain of 
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suitable vehicle. 


tubercle bacilli in Dubos fluid medium to be 1 in 40,000. 
Mice infected with this strain were treated for one month 
intramuscularly or intragastrically with lupulon in a 
Treated animals showed some reduc- 
tion in gross lung tuberculosis, and in the prevalence of 
bacilli in the organs, compared with the controls. In 
the intramuscularly-treated animals there was some 
evidence of toxic renal damage. The suppressive effect 
of an agent having so low an in vitro activity is attributed 
in part to its fat solubility. The LD 50 of lupulon in 
mice after single intramuscular injections was 600 mg. 
per kg.; after single oral administration it was 1,500 mg. 
per-kg. P. D’Arcy Hart 


2042. Limits of Functional Rest of the Lung Obtained 
with Phrenic Avulsion. (Limiti del riposo funzionale del 
polmone realizzato della frenicoexceresi) 

G. FerRERO. Archivio E. Maragliano” di Patologia e 
Clinica [Arch. “* E. Maragliano”’ Pat. Clin.| 4, 165-182, 
Jan.—Feb., 1949. 2 figs., 21 refs. 


By x-ray and kymographic studies the author con- 
firmed that paralysis of the diaphragm, caused by phrenic 
avulsion, does not always produce effective functional 
rest of the lung, since with a cough after a deep inspiration 
the paralysed diaphragm often rose sharply into the 
chest. The lung thus suffered violent compression 
followed immediately by relaxation, and was unprotected 
from large changes in intra-abdominal pressure; this 
protection is considered to be an important function 
of the intact diaphragm. 

The sequence of movements of the diaphragm observed 
on coughing could be summarized as follows: 


Paralysed Normal 
Respiratory Phase | pemidiaphragm | Hemidiaphragm 
(1) Normal inspira- | Rises paradoxically | Falls 
tion 
(2) Normal expira- | Falls paradoxically | Rises 


tion 


(3) Deep inspiration 
before cough 


Greater rise than 
normal 


Greater fall 


(4) Cough 


Initial fall, then 
sharp rise follow- 
ed by slow descent 


Initial fall, then 
rise greater than 
normaland 
greater than 
paralysed side 


(5) Normal inspira- 
tion 


Tendency to rise 
shown by check 
in descent 


Falls 


(6) Normal expira- | Further descent 


tion 


Rises 


If the cough occurs in a phase of quiet breathing all 
that is seen is a synchronous rise of both hemidiaphragms, 
the rise being most marked on the normal side. 

The author considers that the undoubtedly favourable 
effects of phrenic avulsion in certain cases of pulmonary 
disease cannot be due merely to mechanical factors 
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producing functional rest, but are due to more complex 
factors, such as circulatory stasis, ‘ auto-inoculation ” 
by squeezing of the lung, and the interruption of sym- 
pathetic reflexes mediated through the phrenic nerve. 
He suggests that patients who have undergone phrenic 
interruption should as far as possible avoid coughing. 
E. G. Sita Lumsden 


2043. Increase and Change in Characters in Secondary 
Intestinal Tuberculosis. (Zur Frage der Zunahme und 
Charakteranderung der sekundaren Darmtuberkulose) 
F. Boum. Beitrdége zur Klinik der Tuberkulose {Beitr. 
klin. Tuberk.] 101, 287-294, 1948. 1 ref. 


The author discusses Schiiler’s statement that since the 
war intestinal tuberculosis has been found in a con- 
siderable number of patients not in the terminal stage of 
tuberculosis but much earlier, namely, after the first 
tuberculous lesions in the lungs have appeared. The 
extension of the process in the lungs depends upon a 
deterioration of the general condition and loss of 
resistance due to the intestinal tuberculosis. In the 
author’s opinion the increase may be explained by 
more thorough clinical and earlier radiological investiga- 
tion, and had already been noticed in peace time. His 
own examinations of 200 patients admitted with open 
pulmonary tuberculosis to a sanatorium revealed in 73 
cases a combination with tuberculosis of the intestine. 
In the lung 33 patients had an exudative process, 10 a 
productive form, 8 a fibrosis, and 22 a mixture of pro- 
ductive and fibrotic changes. The author points out 
that laryngeal tuberculosis has not shown the same 
tendency to incréase. Out of 59 cases of laryngeal 
tuberculosis observed in 1946-7, 13 patients had an 
intestinal tuberculosis; among 73 patients with intestinal 
tuberculosis 18 suffered from laryngeal tuberculosis. 
He concludes that the relative increase in intestinal 
tuberculosis is due to an earlier appearance of exudative 
lesions in younger patients. Franz Heimann 


2044. A Study of Tuberculous Pleural Effusion in Children 
and Adults 

N. Lanpau. Tubercle (Tubercle, Lond.] 30, 26-34, Feb., 
1949. 19 refs. 


The main object of this paper is to compare primary 
pleural effusions occurring in children with those in adults 
with presumably recent tuberculous infection. The 
study covers 149 patients, 58 of whom were adults, 36 
between 14 and 15, 37 between 9 and 13, and 18 between 
5 and 8 years of age. Details are given of the distribu- 
tion by sex, history of family contact, site of the lesion, 
symptoms before diagnosis, radiological and laboratory 
findings, and complications, but the most interesting part 
of the article lies in the discussion. The author has 
followed up 142 cases for periods varying from 2 to 16 
years. Only 2 cases of pulmonary tuberculosis developed 
in the 87 children under 16, although the incidence in the 
adults was 11%. 

The principal findings may be summarized as follows, 
Pleural effusion is rarer in children than in adults but it 
is becoming more frequent. [It is doubtful if this state- 
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ment can be fully accepted on the evidence of the figures 
presented.] There is a definite prevalence in male 
children, decreasing with age; family contact is more 
frequent in the younger children. There is no predilec- 
tion for the right side in young children; this factor 
assumes significance in adolescents and adults only. 
Effusions tend to absorb more readily and with less 
residual thickening in younger patients. The primary 
focus was found more frequently in the younger children 
but even so it was located only in 11% of the children 
aged from 5 to 8 and in 19% of those between 9 to 13 
years. Hilar adenitis appears to be common in young 
children and rare in adults. 

These findings are compared with those of other 
observers; haematogenous dissemination and primary 
apical tuberculosis are discussed as sources of pleural 
effusion. An interesting conclusion is that “ primary 
pleural effusion has no other clinical significance—apart 
from some interference with vital capacity and as an 
impediment to some form of collapse therapy—than to 
facilitate the diagnosis of a recent first infection”. It 
is suggested that primary infection, whether complicated 
by pleural effusion or not, tends to follow the pattern 
determined by the patient’s age, provided other factors 
are equal. Frederick Heaf 


2045. Bronchoscopic Studies in Primary Tuberculosis 
in Childhood 

J. H. HUuTCHINSON. Quarterly Journal of Medicine 
[Quart. J. Med.] 18, 21-50, Jan., 1949. 6 figs., biblio- 
graphy. 


In a review of the literature the author points out 
that there are three theories of the nature of epituber- 
culosis: that it is due to a non-tuberculous pneumonia, 
to a true tuberculous process, or to absorption collapse 
resulting from enlarged tuberculous hilar lymph nodes. 
Recent investigations have largely supported the last. 

With the object of studying the actual changes in the 
bronchial tree, bronchoscopy was performed in 30 
children, of whom 28 had active primary tuberculosis 
with clinical and radiological evidence of epituberculosis, 
and 2 bronchiectasis following healed primary tubercu- 
losis. Of the 28 with active primary tuberculosis and 
epituberculosis the mediastinum was central in 18 and 
shifted in 10. In 26 cases compression of the bronchi, 
and sometimes erosion or tuberculous ulceration of the 
mucosa, were found on bronchoscopy, and. the 
appearance in 2 cases was normal within the limits of the 
visible field. The abnormal findings are classified as 
follows: Type I (9 cases).—Lumen narrowed by local 
bulging of the bronchial wall with a hyperaemic and 
swollen mucosa and much muco-pus. Type Ila (3 
cases).—Appearance as in type I, but with glistening, 
yellow, raised areas under the mucosa, indicating a 
caseous lymph node on the verge of rupture. Type IIb 
(2 cases).—Bulge into the lumen more circumscribed 
than in type I, indicating the formation of a tuberculoma. 
Type Illa (7 cases).—Ulceration of the mucosa. Type 
IIIb (5 cases).—Main bronchus or a primary division 
filled with friable granulation tissue (which in 2 cases was 
shown histologically to be tuberculous). 


There were no significant clinical differences between 
cases in which there was only extrinsic lymph-node 
pressure and those in which there had been erosion of the 
mucosa. Nor did the bronchoscopic appearances in 
cases with mediastinal shift differ from those in cases 
without. Moreover, in 4 of the 18 patients without 
mediastinal displacement bronchography showed bron- 
chial obstruction to be present. The author concludes, 
therefore, that absorption collapse, secondary to 
bronchial compression or erosion by a tuberculous lymph 
node, is an essential factor in epituberculosis, but 
suggests that, in some cases where erosion of the mucosa 
has occurred, inhalation of tuberculous material may 
cause tuberculous pulmonary inflammation in addition 
to absorption collapse. The presence of bronchiectasis 
in the 2 cases described in which healing had occurred 
suggests that permanent damage may result from epi- 
tuberculosis, although it is not known how frequently. 

Arthur Willcox 


2046. The Actual Situation of Tuberculous Infection in 
Childhood and the Difficulty of its Discovery. (Uber die 
derzeitige Tuberkuloseinfection des Kindes und die 
Erschwerung ihres Nachweises) 

R. WINKLER. Beitrdéige zur Klinik der Tuberkulose 
(Beitr. klin. Tuberk.] 101, 585-594, 1949. 3 figs., 30 refs. 


The author is of the opinion that the problem of early 
discovery of primary tuberculosis in childhood is urgent, 
because of the increase of tuberculosis in Germany 
among adults. Before the war both the sensitivity to 
tuberculin and the number of cases of tuberculosis among 
children were very low, with the result that pulmonary 
tuberculosis in adolescence and early adult life became a 
greater menace to the population. In 1939 in Freiburg 
the number of notifications of new cases amounted to 
106, increased to 242 in 1946, and rose to 286 by 
September, 1947. There was a similar increase in active 
tuberculosis amongst children seen at the dispensary of 
the University Children’s Department. In 1947 out of 
689 infected children 220 (31-9°%%) had an active tuber- 
culosis: in 1940 out of 664 children 118 (17-8°%) were 
really ill. The author compares investigations of 
1,000 unselected tuberculin-tested children in 1936-41 
with those in 1945-6. The tests were made with Moro’s 
tuberculin ointment; they revealed a rise in sensitivity to 
tuberculin from 10-1 to 21-0% at ages of 1 to 10 years. 
The younger children, aged from 1 to 5 years, were much 
more liable to give a positive skin reaction in the post-war 
period. After the fifth year the author found a decrease 
in positive reactions among the children investigated 
in 1945-6. With the Mantoux test (up to 0-1 mg.) the 
number of tuberculin-positive reactions rose to 45%. 
The lack of skin sensitivity to tuberculin ointment is 
explained by the malnutrition and absence of vitamin A, 
as a result of which the skin forms more keratin, which 
prevents exogenous substances from penetrating it. In 
1947, babies and toddlers up to 3 years of age received 
on an average 1,132 Calories daily, children from 3 to 
6 years 1,043 Calories, and adults only 832 Calories. 
Among the 94 Mantoux-positive children only 10% were 
of normal weight; all the others were more or less 
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malnourished. Six per cent. needed sanatorium treat- 
ment and 15% of the children had to be permanently 
supervised. The author recommends that in all suspected 
cases of childhood tuberculosis in which the percutaneous 
method is negative the intracutaneous test should be 
performed; children reacting positively should be 
examined radiologically and bacteriologically. 
Franz Heimann 


2047. Tuberculosis of Cervical Lymph Nodes in Adults. 
(Uber die Tuberkulose der Halslymphknoten beim 
Erwachsenen) 

R. W. MULLer. Beitrdge zur Klinik der Tuberkulose 
(Beitr. klin. Tuberk.| 101, 666-681, 1949. 48 refs. 


The author analyses the cases of 57 adults, 41 women 
and 16 men; in 30 cases there was an isolated tuberculous 
enlargement of cervical lymph nodes and in 27 cases a 
metastatic lymph-node tuberculosis associated with 
tuberculosis of the lungs. In 30 patients the disease of 
the lymph nodes was considered to represent a late 
primary infection, commonly due to a _ tuberculous 
infection of the tonsils. Calcification in the lymph 
nodes was seldom found in these patients; if, however, 
it occurred it was mostly due to an infection in childhood. 
Although the primary condition in the lymph nodes may 
improve or heal, relapses were observed 17 times in the 
30 patients. Operative treatment of these adult cases is 
sometimes as necessary as in childhood if abscess forma- 
tion is threatened. Franz Heimann 


2048. Pulmonary Tuberculosis Involving the Lower Lobes 
E. ROTHSTEIN. American Review of Tuberculosis [Amer. 
Rey. Tuberc.] 59, 39-49, Jan., 1949. 7 figs., 4 refs. 


At the U.S. Veterans Administration Hospital, Wood, 
Wisconsin, the author has studied 48 patients with 
tuberculosis of the lower lobes; there was only 1 female, 
and 6 patients were negroes; the average age was 32 
years. He points out that the chief causes of delay in 
diagnosis are: (1) failure to interpret correctly abnormal 
shadows in the lower lobes, mistaken for shadows of 
unresolved or slowly resolving non-tuberculous “ virus ”’ 
pneumonitis; and (2) failure to appreciate that disease 
in the apex of the lower lobe—often cavitary—casts a 
shadow in the hilar region which is overlooked, or a 
shadow which is obscured by the heart in the postero- 
anterior view. To demonstrate this shadow a left 
oblique view taken 5 to 10 degrees from the postero- 
anterior axis is preferred to a lateral view. The fre- 
quency of occurrence of tuberculous endobronchitis was 
striking—75%. 

The average period of observation was 3 years. No 
details of a long-term follow-up of patients with inactive 
disease are available. Of the 48, 5 are dead and in 19 
the disease is arrested; in the remainder it is still active. 
No single method of treatment was universally satis- 
factory; the best results in this small series have followed 
rest in bed as the sole treatment, or phrenic crush either 
alone or combined with other methods; pneumothorax 
was a failure. The author concludes that the difficulties 
in treatment are mechanical rather than immunological, 


and are aggravated by the frequency of endobronchial 
tuberculosis. The value of resection or cavernostomy 
combined with administration of streptomycin has not yet 
been assessed. Maxwell Telling 


2049. Poor Results with Artificial Pneumothorax in 
Lower Lobe Tuberculosis 

E. ROTHSTEIN. American Review of Tuberculosis [Amer. 
Rev. Tuberc.| 59, 50-52, Jan., 1949. 1 ref. 


The results of artificial pneumothorax in 17 patients, 
4 of them negroes, are analysed separately. The average 
age was 28, and the average time between the appearance 
of a lesion on the skiagram and the induction of pneumo- 
thorax was 8 months. Direct or indirect evidence of 
endobronchial tuberculosis was present in all but one 
case, and a cavity in all but 2. Artificial pneumothorax 
was unsatisfactory in all cases because of inoperable 
adhesions (6); massive recurrent effusions (5); persistent 
cavity (4); and inexpansible lung, progressive atelectasis, 
and voluntary abandonment of treatment (1 each). 

Maxwell Telling 


2050. A Preliminary Report on the Treatment of Spinal 
Tuberculosis with Nitrogen Mustard. (Pierwsze préby 
kliniczne nad leczniczym wplywem iperytu azotowego w 
gruzlicy kregoslupa ze szczegdlnym uwzglednieniem 
przypadkéw powilanych porazeniami) 

J. ALEKSANDROWICZ. Polski Tygodnik Lekarski [Polsk. 
Tyg. lek.] 3, 1489-1490, Dec. 13, 1948. 11 refs. 


In his pharmacological studies the author has fre- 
quently noticed that nitrogen mustard facilitates the 
absorption of inflammatory exudates, stimulates the 
proliferation of connective tissue, and has some bacterio- 
static action on the tubercle bacillus. In 12 cases of 
spinal tuberculosis, in 3 of which there were signs of 
complete paraplegia owing to compression of the cord, 
encouraging results were obtained by five daily injections 
of nitrogen mustard in a dose of 0-1 to 0-3 mg. per kg. 
body weight. This course was repeated after a month’s 
interval. When the drug is newly prepared no toxic 
effects are seen. Most striking results were achieved in 
cases with compression of the cord, in all of which control 
of the bladder and movements of the legs were restored 
a few days after treatment was started. The author 
considers this to be due to absorption of the cold 
abscesses. J. T. Leyberg 


2051. Prognosis of Inspissated Cavities 

R. S. Stupy and P. MORGENSTERN. American Review 
of Tuberculosis [Amer. Rev. Tuberc.] 59, 53-67, Jan., 
1949. 22 figs., 19 refs. 


The authors criticize the opinion current among 
American chest physicians and surgeons that inspissated 
cavities are dangerous, unstable, and an indication for 
lobectomy, and point out that there is much physiological 
and pathological evidence to the contrary. In a survey 
of 1,000 patients treated at the U.S. Veterans Administra- 
tion Hospital, Oteen, North Carolina, they have collected 
24 in whom such cavities were present. Cases were 
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only included in which serial skiagrams showed an open 
cavity which became filled with secretion, was trans- 
formed into a dense opacity, and then began to decrease 
in size with the passage of time. The sputum was 
initially positive in 22 of the 24 patients, and the period 
of observation varied from 4 to 74 years. The case 
histories of 6 patients are given in full and the pertinent 
data of all 24 set out in a table. 

The mechanism of cavity closure is reviewed, special 
attention being given to the original studies of Coryllos, 
Pagel and Simmonds, and Loesch. Toxaemia need not 
necessarily follow retention of secretion and was con- 
- spicuously absent in the patients studied. In 20 of the 
24 the last positive sputum was obtained 1 to 16 months 
before the appearance of inspissation, a fact which 
supports Coryllos’s view that bronchial closure precedes 
cavity closure. The authors conclude that an inspissated 
cavity, as they define it, is a benign lesion with a good 
prognosis, and that its surgical removal is illogical 
because it is so rarely a solitary lesion. 

Maxwell Telling 


2052. Cervical Adenitis in Miliary Tuberculosis Treated 
by Streptomycin, and its Severe Phagedenic Form. (Les 
adénopathies cervicales des tuberculoses  mniliaires 
traitées par la streptomycine et leur forme grave phagé- 
dénique) 

E. BERNARD, B. Kreis, A. Lotte, and —. MANTOUX. 
Bulletins et Mémoires de la Société Médicale des Hépitaux 
de Paris (Bull. Soc. méd. Hép. Paris| 65, 50-56, 1949. 
1 fig., 6 refs. 


Enlargement of the cervical lymph nodes was found 
in 10 out of 114 cases of miliary tuberculosis. In 7 there 
was an associated tubereulous infection of the larynx 
or pharynx. In the authors’ experience lymph-node 
tuberculosis in the absence of miliary disease has, in 
general, responded well to streptomycin. The cases 
here described evolved in an entirely different manner 
during streptomycin treatment. In two cases the 
lymph-node lesions healed roughly parallel with the 
pulmonary lesions, but in a further case the condition in 
the neck remained stationary although there was an 
initial regression of the generalized miliary lesions. In 
3 instances fresh lymph nodes became involved during 
treatment, and suppuration with fistula formation oc- 
curred in those already affected. In 2 patients large 
superficial ulcers developed. In the two most severe 
cases, in spite of regression of the disease elsewhere, the 
superficial ulcers spread and led to great destruction of 
the deep tissues of the neck; both patients died. On 
two occasions it was shown that the strains of bacilli 
isolated from the lymph nodes were more resistant to 
streptomycin than those recovered from the lungs. 
[Unfortunately no details are given.] This could not 
be the sole cause of progression, as deterioration of the 
lymph-node disease during treatment was also observed 
in cases in which the organisms isolated from the lymph 
nodes were fully sensitive. It is suggested that a further 
factor was the massive infection of the lymph nodes 
draining the tuberculous larynx or pharynx. The 
mediastinal lymph nodes associated with the primary 


pulmonary complex behave somewhat similarly. The 
question is raised whether, in such circumstances, 
streptomycin may not, indeed, aggravate the lymph-node 
disease. It is pointed out in this connexion that before 
it was possible to prolong life in these cases of miliary 
tuberculosis nothing was known of the natural history 
of the lymph-node tuberculosis associated with miliary 
laryngitis and pharyngitis, an invariably fatal condition; 
and that it is therefore impossible to determine whether 
streptomycin has affected the outcome. J. R. Bignall 


2053. Fatal Tuberculous Adenitis with Abscess Formation 
During Miliary Tuberculosis Treated by Streptomycin, 
(Adéno-phlegmon tuberculeux mortel au décours d’une 
granulie traitée par la streptomycine) 

J. Fouquet, V. HEIMANN, and B. Meyer. Bulletins et 
Mémoires de la Société Médicale des Hépitaux de Paris 
[Bull. Soc. méd. Hép. Paris| 65, 59-63, 1949. 


A child with a miliary tuberculosis and enlarged 
cervical lymph nodes was treated with 1 g. of strepto- 
mycin daily. There was rapid radiological clearing of 
the pulmonary lesions and diminution in size of the 
lymph nodes. After 13 weeks the throat became in- 
flamed and the lymph nodes enlarged and ulcerated, 
discharging tuberculous pus. The ulcers spread and 
the child died. A strain of bacilli isolated from the 
lymph nodes was resistant to 25 mg. of streptomycin 
per ml. [The sensitivity of strains from the lungs does 
not appear to have been determined; it is assumed, un- 
justifiably, that as the lung lesions did not relapse the 
organism remained sensitive.] In the authors’ opinion 
resistant strains arise only in caseous lesions. This is 
attributed to the partial inactivation of the streptomycin 
by the amino-acids of the caseous material. A resistant 
strain retains its properties when removed from this 
medium and transmitted to another individual. An 
example is given of a girl who had been nursing cases 
treated with streptomycin and who developed tuber- 
culous meningitis, the organism isolated soon after the 
start of treatment being resistant to 1 mg. of strepto- 
mycin per ml. [Far too little evidence is brought 
forward to support these hypotheses.] J. R. Bignall 


2054. Occurrence of Streptomycin Resistant Tubercle 
Bacilli in Mice Treated with Streptomycin 

G. P. Youmans, E. H. WILLISTON, and R. R. OSBORNE. 
Proceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N.Y.] 70, 36-37, Jan., 
1949. 13 refs. 


Although tubercle bacilli readily become resistant to 
streptomycin in vitro and in patients under treatment with 
the drug, this development is much less obvious under the 
usual conditions of experimental infection in small 
animals. The present experiment was arranged to permit 
a relatively long survival time under streptomycin treat- 
ment. Mice were infected intravenously with 1 mg. of a 
streptomycin-sensitive (to about 1 jug. streptomycin per 
ml.) human strain of Mycobacterium tuberculosis, and 
were given varying doses of streptomycin for 155 days, 
at which time all survivors were killed. Bacilli were 
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isolated from tissues obtained after death from each 
animal. The incidence of resistant strains was directly 
related to the dose of streptomycin and to the consequent 
survival time. After a daily dose of 1-5 mg., three- 
quarters of the mice survived for 155 days; all the 
survivors in this group, and two-thirds of those that died 
before the end date, yielded resistant strains, whose 
sensitivity varied from 12-5 to more than 1,000 pg. 
streptomycin per ml. of medium. An experimental 
scheme of this kind is considered to provide a basis for 
determining the effect of combined therapies on the rate 
of development of resistance to streptomycin in vivo. 
[In the authors’ Table I, mg. should read pg.] 
P. D’Arcy Hart 


2055. Indications for and Modes of Administration of 
Streptomycin in Association with Surgical Collapse 
Therapy. (Sur les indications diverses et les modalités 
d’emploi de la streptomycine en association avec la 
collapsothérapie chirurgicale) 

E. BERNARD, A. Lotte, J. WEIL, R. MONOD, —. MATHEY, 
and O. Monop. Revue de la Tuberculose [Rev. Tuberc., 
Paris] 13, 1-22, 1949. 15 figs. 


Previously (Rev. Tuberc., Paris, 1948, 12, 165) two 
of the authors discussed the use of streptomycin in 
cases where surgical collapse therapy (extrapleural or 
thoracoplasty) would otherwise have been dangerous or 
much delayed. Ina further series of more than 50 cases 
they have confirmed their previous conclusions and have 
classified the indications for combining streptomycin 
treatment with surgical collapse therapy as follows. 
(1) “* Medical’? cases of acute and subacute pulmonary 
tuberculosis which would otherwise have proved fairly 
rapidly fatal or have passed into a chronic phase with a 
poor prognosis were improved sufficiently under pro- 
longed streptomycin therapy to become suitable for 
surgery. (2) Surgical cases made inoperable by the 
presence of diffuse bilateral miliary or nodular lesions 
became suitable for surgery after 2 to 5 months of 
streptomycin therapy. (3) Surgical cases made in- 
operable by localized activity in the region of the cavity 
were rendered suitable for surgery by streptomycin 
therapy, thus avoiding prolonged sanatorium treatment 
with the risk of further spread locally and to the other 
lung. (4) Uncomplicated surgical cases suitable for 


extrapleural collapse therapy or thoracoplasty were given’ 


“routine *’ pre-operative streptomycin therapy where 
age, recent febrile illness, or other factors seemed to 
justify its use. A course of 10 to 15 days’ treatment 
before and after surgical intervention appeared to be 
adequate, and its use seemed to be more justified in 
extrapleural surgery than in a stage of thoracoplasty. 
(5) Uncomplicated surgical cases suitable for lobectomy 
(5 cases) or pneumonectomy (4 cases) were given strepto- 
mycin for 15 to 20 days before and after operation, and 
this was followed by a favourable post-operative course 
in all cases. 

Post-operative complications fell into three categories: 
(a) Pneumonic consolidation on the affected side after 
thoracoplasty responded well when streptomycin was 
given promptly. [The one successful case quoted had 


been treated with streptomycin for 11 days before 
operation.] Unilateral and bilateral post-operative 
spread of infiltration also responded well. (6) Extra- 
pleural tuberculous effusions were satisfactorily treated 
with 0-5 g. streptomycin instilled daily after aspiration 
for from several days to 2 weeks. (c) Thoracic fistulae 
healed rapidly either with local instillations or with 
intramuscular streptomycin. 

[Representative cases are discussed in detail, but the 
small number of cases in each group, the lack of analysis, 
and the absence of controls hardly justify many of the 
conclusions drawn.] J. M. Alexander 


2056. The First 100 Cases of Tuberculous Meningitis 
Treated with Streptomycin at the Tuberculosis Clinic. 
Results After an Average Period of 18 Months. Stages in 
Prognosis. (Sur les 100 premiers cas de méningite 
tuberculeuse traités 4 la clinique de la tuberculose par la 
streptomycine. Résultats aprés un recul moyen de 
dix-huit mois. Les étapes du pronostic) 

E. BERNARD, B. Kreis, —. Lorre, P. CHICHE, and 
P. Y. Paey. Bulletin de Il’ Académie Nationale de 
Médecine [Bull. Acad. nat. Méd., Paris] 133, 34-51, 
Jan. 11, 1949. 3 figs. 


Results of the treatment of 100 cases of tuberculous 
meningitis with streptomycin are given. All patients 
were included in the survey, including those who had 
been ill for many. days, who had travelled far, or who 
were comatose on admission. Bacteriological proof of 
infection was obtained in every case of survival, either 
directly or by culture. Twenty-three patients survived, 
the longest period of follow-up being 204 months and the 
average 18. Of these 23, meningeal signs persist in one 
patient, 2 still require strict observation, and 20 have 
returned to normal life apparently completely cured. 
Eighteen have survived for more than 18 months. As 
regards technique of treatment, stress is laid on the 
importance of employing the intrathecal route and upon 
the need for protracted therapy. The authors found 
that if treatment lasted for less than 4 to 5 months relapse 
occurred in almost all cases, but if it was continued for 
6 to 7 months the relapse rate was only 50%. Certain 
of the patients received treatment for as long as a year. 

Richard D. Tonkin 


2057. Tuberculous Meningitis. Early Diagnosis,-and a 
Review of Treatment with Streptomycin 

J. Rupre and A. F. Mouun. British Medical Journal 
[Brit. med. J.] 1, 338-345, Feb. 26, 1949. 1 fig., 10 refs. 


It is valuable to have records of cases of tuberculous 
meningitis treated with streptomycin, particularly when 
they are so well kept and documented as in this paper. 
The work covers a series of 67 cases, 54 of which were 
used to assess the results of streptomycin treatment; 21 
patients were under 3 years of age and 12 of these (57%) 
had a history of contact. Of the 46 over 3 years of age, 
24% gave a history of contact. 

The first part of the paper is devoted to clinical findings, 
diagnostic investigations, and differential diagnoses and 
it is emphasized that chest radiography, lumbar puncture, 
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and the injection of 0-1 ml. of 1 in 1,000 Mantoux 
reagent should all be performed within 48 hours and not 
over several days. Only one case was negative to all 
three dilutions of tuberculin. Early diagnosis has an 
important bearing on securing a successful result from 
treatment and no one diagnostic feature of the cerebro- 
spinal fluid (C.S.F.) was noted during the early stages of 
the disease. If acid-fast organisms are absent the most 
important features of the C.S.F. in diagnosis are the low 
sugar content, the raised protein content, and the 
increased (lymphocytic) cell count. The crucial feature 
in diagnosis is the clinical picture—in particular the 
mental state of the patient. Many of the cases are 
reported in detail. The second part of the paper deals 
with treatment, the changes in the C.S.F. during treat- 
ment, the need for surgical intervention, and the general 
nursing of the cases. 

The cases were classified on admission as early, middle, 
or advanced. Forty patients received combined intra- 
thecal and intramuscular therapy, ten intramuscular 
therapy only. Of the former, 37% survive and of the 
latter only two survive. The scheme of treatment fol- 
lowed was 28 days’ intrathecal and intramuscular injec- 
tions, 28 days’ intramuscular only, 28 days’ intrathecal 
and intramuscular, 28 days’ rest, and then 28 days’ 
intramuscular. The intrathecal dose was 0-1 g. in 10 ml. 
normal saline daily and the intramuscular dose 0-029 g. 
per lb. (0-45 kilo) body weight in 24 hours. Eighteen 
(33%) of the patients fully treated survive and of these 16 
show full clinical recovery. The results stress the 
importance of the earliest possible diagnosis and the need 
for a high standard of nursing. [The paper should be 
read in the original by those interested in this form of 
therapy.] Frederick Heaf 


2058. Experimental Tuberculous Meningitis. Action of 
Streptomycin. (Méningite expérimentale. Effets de la 
streptomycine) 

C. Levapit1, A. VAISMAN, P. Lévy, and L. BARRAT. 
Bulletin de l Académie Nationale de Médecine [Bull. Acad. 
nat. Méd., Paris] 132, 739-746, Dec., 1948. 5 figs., 
3 refs. 


Mice into which tubercle bacilli were injected intra- 
cerebrally developed encephalo-meningitis, infection 
spreading to the lung in all cases within 3 months. 
Streptomycin treatment from the time of injection 
markedly reduced the mortality and the lung lesions, but 
had little effect on the intracranial changes. The possible 
explanations of this contrast ate discussed, including the 
possibility that streptomycin fails to penetrate the 
blood-brain barrier when injected subcutaneously. 

P. D'Arcy Hart 


2059. Tuberculous Meningitis in Adults. (Ty6epxyne- 
S3HbIM M€HHHIHT B3pOCsibIx) 

S. A. Rossin. Hesponaronorua [lcuxuarpua 
[Nevropat. Psikhiat.] 18, No. 1, 31-39, Jan.—Feb., 1949. 


The pathogenesis, symptomatology, and histopathology 
of tuberculous meningitis in adults are reviewed. In 110 
cases (68 in men and 42 in women aged from 16 to 60 


years) the diagnosis was confirmed at necropsy and in 
14 the nervous system was submitted to a thorough 
histological investigation. One additional patient was 
cured. In 54-6% tuberculous meningitis developed 
between the ages of 16 and 25. In 30% a generalized 
miliary spread was present, in 30:2% a late primary 
complex or tuberculosis of lymph nodes, in 19°% pul- 
monary tuberculosis, in 10% tuberculosis of the genito- 
urinary system, in 3-6°% tuberculoma of the nervous 
system, and in‘6-3% tuberculosis of other organs. Four 
different types of tuberculous meningitis, closely related 
to the site of a previous tuberculous lesion, are dis« 
tinguished by the author. (1) A meningo-hydrocephalic 
form (30-:2% of cases) affecting patients in the age group 
16 to 25, with lymph-node tuberculosis or a late primary 
complex and resembling in its course the classical form 
of tuberculous meningitis in children. This form is 
likely to be due to haematogenous dissemination. 
(2) A spinal form (10%) in the age group 21 to 42, usually 
arising from tuberculosis of the genito-urinary system, 
and spreading through the lymphatics to the spine. 
(3) An encephalitic form (17-2%) found in all age groups. 
Tuberculoma in the brain and meninges, with fresh 
spread, was found. In this form there are signs of a 
local irritation of the central nervous system. (4) A 
psychotic form (11%) affecting all age groups and 
associated with severe lesions in the third layer of 
the cortex. The early and dominant symptom is a 
change in the mental state resembling an exogenous 
psychosis. 

Death occurred within 10 days in cases in which 
tuberculous meningitis was associated with a severe 
lesion of the lungs and a miliary spread in other organs 
(20% of cases), within 3 weeks where there was a late 
primary complex (50%), and within 3 months where 
tuberculosis of the genito-urinary system or tuberculomata 
of the central nervous system were present. The 
importance of early diagnosis and investigation of the 
route of infection is emphasized so that streptomycin 
therapy can be begun early. N. Chatelain 


2060. Tuberculous Meningitis. I. Some Etiological and 
Pathological Features of Therapeutic Interest. II. Clinical 
Study. Clinical Forms and Diagnosis. III. Experience 
in Streptomycin Treatment. (Meningitis tuberculosa. 
I. Algunos aspectos etiopatogénicos e histopatolégicos 
de interés terapéutico. II. Estudio Clinico. Formas 
clinicas y diagnéstico. III. Nuestra experiencia en el 
tratamiento de la meningitis tuberculosa con estrepto- 
micina) 

M. SuArez. Revista Espafiola de Pediatria [Rev. esp. 
Pediat.) 5, 212-245 and 262-302, March-April, 1949. 
62 figs. 


2061. Direct Isolation in Dubos’s Medium of Cultures of 
Mycobacterium tuberculosis from Pathological Products. 
(Isolement direct en- milieu de Dubos, de souches de 
Mycobacterium tuberculosis, 4 partir de produits patho- 
logiques) 

J. BRUN and J. VIALLIER. Comptes Rendus des Séances 
de la Société de Biologie (C.R. Soc. Biol.| 143, 263-264, 
Feb., 1949. 3 refs. 
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2062. First Clinical Observations on p-Aminosalicylic 
Acid. (Prime osservasioni cliniche sull’acido P. amino- 
salicilico) 

V. Nitti, A. MARRA, and L. TuLLio. Archivio di 
Tisiologia [Arch. Tisiol.] 4, 182-200, March-April, 1949. 
7 figs., 21 refs. ; 


2063. Pyelitis Caseosa, an Early Form of Exudative 
Renal Tuberculosis. (Pyelitis caseosa, eine Friihform der 
exsudativen Nierentuberkulose) 
H. U. Gtoor and E. UEHLINGER. Schweizerische 
Zeitschrift fiir Tuberkulose (Schweiz. Z. Tuberk.] 6, 
137-156, 1949. 9 figs.. 9 refs. 


2064. A Contribution to the Knowledge of Primary 
Genital Tuberculosis with a Venereal Basis. [In English] 
O. Nitson. Acta Chirurgica Scandinavica [Acta chir. 
scand.] 97, 485-494, 1949. 9 refs. 


See Sections Pharmacology and Therapeutics, Abstract 
1682; Microbiology, Abstracts 1764—6, 1771; Respiratory 
Disorders, Abstract 1844. 


PROTOZOAL INFECTIONS 


2065. The Human Louse in Transmission of 7. duttoni in 
Nature 

R. B. HetscH. British Medical Journal [Brit. med. J.) 1, 
17, Jan. 1, 1949. 3 refs. 


Human lice from cases of relapsing fever in Kenya were 
found to be infected with spirochaetes having the 
characteristics of Treponema duttoni. Of 7 batches of 
lice collected, 4 were infective when inoculated into rats 
and mice. Mechanical transmission is considered to be 
excluded. The extent to which the louse acts as a vector 
is not yet known. C. C. S. Pike 


2066. Pneumo-peritoneum in the Diagnosis of Amebic 
Liver Abscess 

R. H. P. CLark, Z. T. Bercovitz, and R. F. Jones. 
American Journal of Tropical Medicine [Amer. J. trop. 
Med.| 28, 545-550, July, 1948. 4 figs. 


With pneumoperitoneum it is possible radiologically 
to visualize the liver shadow separately from that of the 
diaphragm, and in many instances to differentiate between 
pleural and sub-diaphragmatic conditions. The patient, 
prepared by a hypodermic injection of morphine, lies 
supine and a needle is introduced about 1 in. (2-5 cm.) 
below and to the right of the umbilicus. It is essential 
that the air, at a pressure of about 10 cm. water, be 
flowing through the needle at the time of introduction 
into the peritoneum in order to prevent damage to the 
bowel. When the peritoneum has been entered there is 
a sudden fall in pressure of about 5 cm. water. The 
pressure should be adjusted to 10 cm. of water, and 
400 to 1,000 ml. of air introduced at that pressure. In 
30 patients thus examined by the authors no untoward 
effects were observed. The procedure was found to be 
of value in the diagnosis of amoebic liver abscess, and the 
following conditions were demonstrated: (a) irregularities 


INFECTIONS 503 


of the diaphragmatic shadow in which pneumoperitoneum 
revealed the dome of the liver to be normal in contour; 
(b) changes in the contour of the diaphragm due to 
amoebic hepatitis with adhesions between the liver and 
diaphragm; and (c) the relation of the diseased liver to 
the diaphragm in a case of amoebic abscess of the liver, 


_ the cavity containing air after aspiration of pus. A case 


of carcinoma of the liver is included for comparison. 
F. Murgatroyd 


2067. The Synergistic Action of Penicillin and Strepto- 
mycin on Endameba histolytica Cultures 

H. SENECA, E. HENDERSON, and M. HARVEY. American 
Journal of Tropical Medicine [Amer. J. trop. Med.| 29, 
37-39, Jan., 1949. 5 refs. 


Entamoeba histolytica of the Denton strain was grown 
on egg medium covered by a buffered saline solution to 
which rice starch was added. Penicillin G and strepto- 
mycin were added to the saline in various dilutions before 
the culture tubes were seeded. Neither antibiotic alone 
had any effect on the cultures, but when equal doses of 
both, expressed in units, were combined amoebae were 
killed in the first generation by a total concentration of 
2,000 units per ml. though this dose was not strong 
enough to be bactericidal. A therapeutic application of 
this finding is advocated. Clement Chesterman 


2068. Studies on the Growth Requirements of End- 
ameba histolytica. 1V. Further Observations on the 
Cultivation of E. histolytica and Other Intestinal Protozoa 
in a Clear Medium Without Demonstrable Bacterial 
Multiplication. Some Modifications and Simplifications 
of the Medium 

J. G. SHAFFTER, F. W. RYDEN, and W. W. Frye. Ameri- 
can Journal of Hygiene [Amer. J. Hyg.) 49, 127-133, 
March, 1949. 5 refs. 


2069. A Case of Verruca Peruviana Resistant to Strepto- 
mycin. (Un caso de verruga peruana resistente a la 
estreptomicina) 

L. ALDANA, P. ZuBIATE, and F. CONTRERAS. Archivos 
Peruanos de Patologia y Clinica [Arch. peruan. Patol. 
Clin.] 2, 553-565, Dec., 1948. 4 figs., 20 refs. 


A patient with verruca peruviana in the anaemic stage 
was given 0-5 g. streptomycin daily. Within 24 hours 
the temperature fell to normal. Four days later the 
temperature again rose, Bartonella bacilliformis 
reappeared in the blood stream, and the patient’s con- 
dition became grave despite 2 g. streptomycin daily. 
Penicillin, 500,000 units a day, was then injected, and 
the temperature fell within 24 hours. 

[This appears to be the first occasion on which. 
streptomycin has given rise to resistance in a protozoon.] 

G. M. Findlay 


2070. Chemotherapeutic Study of Experimental Toxo- 
plasmosis—Preliminary Report 

J. B. Cross and L. ANIGSTEIN. Texas Reports on Biology 
and Medicine [Tex. Rep. Biol. Med.] 6, 260-265, 1948. 
13 refs. 
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2071. The Extermination of Anopheles gambiae in the 
Wadi Halfa Area 

D. J. Lewis. Transactions of the Royal Society of 
Tropical Medicine and Hygiene [Trans. R. Soc. trop. 
Med. Hyg.) 42, 393-402, Jan., 1949. 5 figs., 16 refs. 


The 1942-3 epidemic of malaria in Egypt north of 
Aswan was responsible for the initiation of a campaign 
intendéd to exterminate Anopheles gambiae in Egypt. 
This campaign began in 1944 and was successfully 
completed in 1945. In order to prevent the possibility 
of reinvasion, a campaign with a similar object was 
evolved in the Wadi Halfa area in the winter of 1945-6. 
This campaign also proved successful, and is of interest 
because extermination proved easy and because this is 
the first instance of the extermination of A. gambiae in 
’ the Ethiopian zoo-geographical region, where it has been 
present for many years, although routine control had 
made it uncommon. 

The author states: *‘ The method adopted was simply 
to treat all probable breeding places between Saras and 
the north end of the Cataract with paris green dust once 
a week from November to March regardless of whether 
larvae were found or not, normal work being continued 
north of the Cataract”; apart from spraying vehicles 
and houses near the railway station no control of adults 
was attempted. On April 1, 1946, all anti-larval work 
was stopped north of Gemai, apart from the control of 
biting culicines at Faras. In spite of this cessation of 
anti-larval measures, and although numerous potential 
breeding sites appeared with the fall of the water level 
following the great Nile flood in 1946, A. gambiae was 
not found north of Faras from June, 1945, to December, 
1947. Itis impossible for A. gambiae to enter Egypt from 
Wadi Halfa unless Wadi Halfa is reinvaded. Not only 
was the campaign successful in protecting Egypt from the 
danger of reinvasion by A. gambiae from the Sudan, but 
the extermination of this insect prevented the serious 
outbreak of malaria which would doubtless have occurred 
after the flood of 1946. ‘“* The riverain area upstream of 
Saras, a possible source of reinfestation, is described, and 
other species of mosquitoes in the whole area are briefly 
discussed ”’, F. J. F. O° Rourke 


2072. Some Pathologic Aspects of Malaria Infection and 
Malaria Under Conditions of Malnutrition 

A. OKABAYASHI. Japanese Medical Journal (Jap. med. 
J.) 1, 295-302, Aug., 1948. 14 figs. 


The author outlines his views on the pathogenesis of 
the morphological and physiological changes arising in 
malaria, which he regards as a “ special type of septicaemia 
with all the characteristics of a disseminating general 
infection *’. General and localized tissue reactions and 
the pathogenesis of certain “‘symptoms”’, including 
anaemia and jaundice, are discussed very briefly. Black- 
water fever is explained on the grounds of allergy. 

The author states that during studies of human malaria 
bodies were found in endothelial cells of the brain 
capillaries suggesting exoerythrocytic forms of the 


parasite [species not disclosed]. Drawings of these 
bodies are included. 

[The paper is poorly printed and obscurely written, 
and often difficult to follow.] B. G. Maegraith | 


2073. Studies in Human Malaria. VIII. The Pro- 
tective and Therapeutic Action of Quinacrine Against St, 
Elizabeth Strain Vivax Malaria 

W. C. Cooper, D. S. Runue, G. R. Coatney, E. §, 
JOSEPHSON, and M. D. YOUNG. American Journal of 
Hygiene [Amer. J. Hyg.] 49, 25-40, Jan., 1949. 6 figs., 
21 refs. 


This paper records one of a series of tests of the action 
of various synthetic drugs in benign tertian malaria, 
The experiments were made in 1944 at the Division of 
Tropical Diseases, National Institutes of Health, Bethesda, 
Maryland, on volunteers from prisoners at the U.S. 
Penitentiary, Atlanta, Georgia. The conditions were 
planned to be the same for all the drugs tested (Amer. J. 
Hyg., 1948, 47, 113); one strain of Plasmodium vivax, 
the St. Elizabeth strain, was conveyed by 10 infective 
mosquitoes (Anopheles quadrimaculatus) to each volunteer, 
and the precise observations made included estimations 
of the degree of infection of the salivary glands by the 
mosquitoes, microscopical examinations of the blood, 
determination of the plasma concentrations of the drugs, 
and clinical observations. For prophylactic tests the 
drugs were given by mouth for shorter (1] days) and 
longer (25 days) periods; in the former they were given 
for 4 days before infection, on the day of infection, and 
for 6 days afterwards, while in the latter the after-period 
was 20 days. In the therapeutic tests the synthetic drugs 
were given for 6 and for 12 consecutive days. The 
volunteers were observed for at least 18 months after 
infection. 

Quinacrine (mepacrine) dihydrochloride dihydrate was 
given as follows; for the short prophylactic test, 0-2 g. 
every 6 hours on the first day and every 12 hours for 
10 days (total 4-8 g. in 11 days); for the longer prophy- 
lactic test, the same doses during 25 days (total 10-4 g.). 
Attacks of malaria were treated by giving: (1) 0-2 g. 
every 6 hours on the first day and 0-1 g. every 6 hours for 
the next 5 days (total 2-8 g. in 6 days), or (2) the same 
doses for 12 days (total 5-2 g.). In the prophylactic 
tests malaria was suppressed for 8 to 12 months and late 
primary attacks then occurred at the same time as relapses 
in the treated controls. Treatment of these late primary 
attacks and first relapses was rapidly effective but in 
most cases it only suppressed the infection for 1 to 2 
months; treatment of second late attacks was curative 
in more than half the cases and third late attacks (6) 
were all cured. 

A period of early activity (the attack following infec- 
tion) and a second period of late activity (relapse or 
delayed primary attack) seemed to be characteristic of 
the St. Elizabeth strain, but attacks rarely occurred after 
12 to 14 months. It was therefore thought that late 
attacks might be prevented and cures obtained by sup- 
pressive therapy begun before the period of late activity 
and continued throughout it. The experimental plan, 
however, made it necessary to wait until the late primary 
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attack occurred, and in 5 volunteers these attacks (in 
the 9th, 10th, and 11th months) were treated with 2-8 g. 
during 6 days followed by 0-1 g. daily to the end of the 
14th month; no further attacks occurred during the next 
2 years. 

The authors suggest that parasites enter the circulation 
soon after infection and produce an early attack; then, 
after a long period of quiescence, they again enter the 
circulation and cause relapse (or late primary attack 
when the early attack is suppressed); this bi-modal 
pattern of activity is seen also with other strains but not 


.with Southwest Pacific strains, relapses and delayed 


primary attacks usually appearing much earlier with the 
latter. The details of these experiments are clearly 
shown in charts and tables. No toxic effects of thé drug 
were observed. J. F. Corson 


2074. Studies in Human Malaria. IX. The Protective 
and Therapeutic Action of SN 6911 (Sontochin) Against 
St. Elizabeth Strain Vivax Malaria 

D. S. Rune, W. C. Cooper, G. R. Coatney, E. S. 
JosEPHSON, and M. D. YOUNG. American Journal of 
Hygiene [Amer. J. Hyg.) 49, 41-48, Jan., 1949. 5 figs., 
11 refs. 


“Sontochin”’ is 7-chloro-4-(4-diethylamino-l-methyl- 
butylamino)-3-methylquinoline and is one of over 200 
derivatives of 4-aminoquinoline found effective in avian 
malaria; it has been stated by some workers to be about 
as active as quinine in benign tertian malaria. In these 
experiments sontochin bisulphate monohydrate was given 
under the same conditions and in the same dosage as 
mepacrine [Abstract 2073] to prison volunteers, and the 
results were very similar; early attacks were suppressed 
by prophylactic doses and late primary attacks and first 
relapses (in controls) appeared at about the same time 
as with mepacrine. The drug was shown to be neither 
a causal prophylactic nor curative, and did not modify 
the basic active pattern of this strain. No serious toxic 
effects were observed. J. F. Corson 


2075. Studies in Human Malaria. X. The Protective 
and Therapeutic Action of Chloroquine (SN 7618) Against 
St. Elizabeth Strain Vivax Malaria 

G. R. Coatney, D. S. Rune, W. C. Cooper, E. S. 
JOSEPHSON, and M. D. YOUNG. American Journal of 
Hygiene {[Amer. J. Hyg.) 49, 49-59, Jan., 1949. 7 figs., 
13 refs. 


“ Chloroquine ”’ (“* resochin ”’) is 7-chloro-4-(4-diethyl- 
amino-l-methylbutylamino)-quinoline; the diphosphate 
was given to prison volunteers under the same conditions 
and in almost the same dosage as mepacrine (quinacrine) 
and “sontochin’”’ [Abstracts 2073 and 2074]. The 
results were very similar and are well set out in charts 
and tables. Relapses after treatment of late attacks 
were delayed longer than with mepacrine and sontochin, 
probably owing to longer maintenance of effective levels 
of the drug in plasma. The somewhat high doses given 
caused dizziness, nervousness, and blurring of vision, 
but in only one volunteer was the dosage reduced. 

J. F. Corson 
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2076. Studies in Human Malaria. XI. The Protective 
and Therapeutic Action of SN 6771 Against St. Elizabeth 
Strain Vivax Malaria 

W. C. Cooper, D. S. Rune, G. R. Coatney, E. S. 
JOSEPHSON, M. D. YOUNG, and R. W. BurGeEss. Ameri- 
can Journal of Hygiene [Amer. J. Hyg.] 49, 60-66, Jan., 
1949. 5 figs., 3 refs. 


“SN 6771” is 6: 6’-diallyl-x,«’-bis (diethylamino)- 
4: 4’-bi-o-cresol; its activity in avian malaria is about 
equal to that of quinine but it has been found less 
effective than quinine against the McCoy strain of 
Plasmodium vivax. \n the present experiments SN 6771 
bihydrochloride was given to 8 prison volunteers under 
the same conditions as for mepacrine (quinacrine), 
““sontochin’’, and chloroquine ’’ [Abstracts 2073-5], 
and according to the same plan of dosage, although 
the doses were different. In the shorter prophylactic 
test 1-5 g. was given every 12 hours (total 33 g. in 11 days); 
the primary attack in 3 of the 5 volunteers was suppressed _ 
until 9 to 10 months after infection but 2 had early attacks 
followed by relapses at the usual time-for this strain. In 
the longer prophylactic test, 5 volunteers were given 
0-75 g. twice daily (total 37-5 g. in 25 days); the primary 
attack was delayed in all for 84 to 10 months. Thera- 
peutic trials were made only in late attacks, with 0-5 g. 
every 6 hours for 6 days (total 12 g.). The drug acted 
slowly in reducing fever (up to 5 days) and in clearing 
parasites from the blood (2 to 10 days). All the 8 
volunteers had relapses after the late primary attacks 
and further relapses occurred in most of them. The drug 
was well borne. J. F. Corson 


2077. The Action of Antimalarial Drugs in Mosquitoes 
Infected with Plasmodium falciparum 

L. A. TEeRZIAN and A. B. WEATHERSBY. American 
Journal of Tropical Medicine [Amer. J. trop. Med.] 29, 
19-22, Jan., 1949. 3 refs. 


Experiments with Plasmodium gallinaceum (Science, 
1947, 106, 449) showed that drugs which act prophy- 
lactically on sporozoite-induced infections in the verte- 
brate host by permanently interrupting the pre- 
erythrocytic development of the parasite, also act 
prophylactically in the mosquito by permanently 
arresting the development of oocysts into sporozoites; 
ordinary suppressive drugs which have not this prophy- 
lactic action in the vertebrate host have no action on the 
development of oocysts into sporozoites. In those 
experiments the mosquitoes were dissected and examined 
under the microscope and the results were confirmed by 
inoculating suspensions of the ground-up mosquitoes 
into susceptible chicks; there were no discrepancies and 
it was concluded that confirmation of the results of 
microscopical examination by inoculation was 
unnecessary. 

Similar experiments were made with P. falciparum and 
Anopheles quadrimaculatus; the mosquitoes fed once on 
infected patients and afterwards fed on 4% sugar nutrient 
solution containing the drug to be tested, about 100 
mosquitoes being used for each drug. Quinine, 
mepacrine, and “‘ sontochin” in strengths of 0-01 and 
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0-02 g. per 100 ml. had no prophylactic action nor had 
sulphadiazine, 0-1 g. per 100 ml., but with proguanil 
(“ paludrine”’), 0-01 g. per 100 ml., no sporozoites 
developed, and no oocysts were found on the sixth day 
after the infecting meal and later, though a few tiny 
oocysts were seen on the fourth day. 

These results suggest that tests in the mosquito should 
be useful in the search for new prophylactic drugs in 
human malaria. The method has been found useful 
in the study of the mechanism of drug action and of 
parasite metabolism. J. F. Corson 


2078. Development of Resistance to Chlorguanide 


(Paludrine) during Treatment of Infections with Plasmodium 


cynomolgi 

L. H. Scumipt, C. S. GENTHER, R. FRADKIN, and W. 
Squires. Journal of Pharmacology and Experimental 
Therapeutics Pharmacol.) 95, 382-398, March, 1949. 
4 figs., 13 refs. 


This is a very interesting and clear account of the 
development of tolerance or resistance to chlorguanide 
(proguanil; paludrine by Plasmodium cynomolgi. 

During a study of the activity of chlorguanide against 
P. cynomolgi infection in rhesus monkeys, the author 
observed that doses of the drug, which cured over 90% 
of all previously untreated infections, frequently failed 
to cure infections after previous administration of 
sub-curative doses. This was due to development of 
resistance to the drug by the parasite. 

An infection which had failed to respond to successive 
courses of seven daily doses of 0:3, 0-3, 0-6, and 1-25 g. 
per kg. was used for the investigation. This infection 
was ultimately cured by courses of daily doses of 0-3, 
0-3, 0-6, 1-25, 2:5, 5, and 10 mg. per kg. The infection 
was transferred by blood inoculation to other monkeys 
after administration of 1:25, 2-5 (monkey 1784), and 
5 mg. per kg. dosage schemes. After treatment with 
10 mg. per kg., the infection in monkey 1784 was trans- 
ferred to another (monkey 1827), which was successively 
treated with courses of 10, 20, 40, 40, and 40 mg. per kg. 
In spite of this treatment the infection persisted, although 
40 mg. per kg. represented the maximum tolerated dose 
of chlorguanide. Subsequent treatment with mepacrine 
eradicated the infection. 

Infective blood from monkey 1827 was injected into 
other monkeys under controlled conditions. Chlor- 
guanide in doses of 40 mg. per kg. neither cured these 
infections nor had any effect upon the reproduction of 
parasites, “the cycles of growth, pigmentation and 
infection of new erythrocytes (proceeding) just as in 
untreated controls ”’. 

The characteristic of chlorguanide resistance was 
transmitted through infected Anopheles quadrimaculatus. 
Serial transfer of the resistant strain as trophozoite infec- 
tions indicated that the chlorguanide tolerance persisted. 
Chloroquine, mepacrine, and “‘ pentaquin”’ were as active 
against the resistant as against the parent strain. 

There is a very interesting discussion in which the 
authors point out that “ in so far as we are aware there 
is no other example in biology where a characteristic 
produced in the asexual forms of a parasite in one host 


can be transferred to sexual forms, carried through an 
intermediary host, and re-established in the definite 
host”’. They note the analogy between the parasitostatic 
chlorguanide and parasitocidal drugs on the one hand, 
and the sulphonamide/penicillin relation on the other, 
in so far as drug resistance is concerned. Resistance to 
sulphonamides, which are bacteriostatic, can be acquired 
readily. Resistance to penicillin, which is bacteriocidal, 
is difficult to acquire. The practical significance of 
laboratory observations, such as those described, is 
discussed with reference to human malaria, and the wise 
comment is made that ** it would be much safer . . . to 
consider the development of chlorguanide resistance as 
a likely possibility, and take steps to use the drug so as 


to minimise such an event. This could be done, we . 


believe, by using considerably larger doses of the biguanide 

than were originally advocated for both suppressive 

and therapeutic purposes, especially for the former ”’. 
B. G. Maegraith 


2079. Paludrine’’ (Proguanil) in Prophylaxis and 
Treatment of Malarial Infections Caused by a West 
African Strain of P. falciparum 

G. Cove, W. D. Nico., P. G. SHuTE, and M. Maryon. 
British Medical Journal [Brit. med. J.| 1, 88-91, Jan. 15, 
1949. 7 refs. 


The prophylactic action of * paludrine ’’ (proguanil) 
was tested on 27 selected patients at Horton Hospital, 
Epsom, Surrey, and therapeutic trials were carried out 
on 25 others. Sporozoites of Plasmodium falciparum 
were inoculated into the first group once weekly for 
6 weeks, either by the bite of infected Anopheles stephensi, 
or by intravenous injection of a suspension of their 
salivary glands, and drug administration was begun 3 
days before the first inoculation and continued until 
6 days after the last. Paludrine was given to 4 groups 
of 5 patients each; in one group the dose was 100 mg. 
daily, in the second group 50 mg. daily, in the third 
100 mg. twice a week at 3 or 4 days’ interval, and in the 
fourth 300 mg. once a week. A control group of 
5 patients received no drug, and 2 patients were given 
quinine hydrochloride, one taking 5 gr. (0°32 g.), the 
other 10 gr. (0-65 g.) daily. Malarial parasites were 
found in the blood of none of the 20 patients who took 
paludrine, either during or after its administration; 18 
of them were inoculated with sporozoites of the same 
strain 10 weeks later and all developed malarial attacks. 
The blood of the 2 patients who took quinine showed no 
parasites, and they had no pyrexia, until a few days after 
the drug was stopped, when both developed malaria. 
All the controls had malarial attacks. 

In the therapeutic trials 5 groups of 5 intravenously 
infected patients were used; the first group received 
paludrine 300 mg. once daily for 14 days; the second, 
paludrine 300 mg. twice daily for 7 days; the third, 
paludrine 300 mg. twice daily for 10 days together with 
quinine hydrochloride 10 gr. (0-65 g.) three times on the 
first day only; the fourth, paludrine 300 mg. twice daily 
for 10 days together with mepacrine 300 mg. three times 
on the first day; while the fifth group took quinine 
hydrochloride, 10 gr. (0°65 g.) twice daily for 10 days. 


All the patients in the first group had relapses within 
3 weeks, in the second group 4 relapsed within 3 weeks, 
while in the other 3 groups no relapses were observed 
during 3 months. The clinical attacks lasted rather 
longer in the groups receiving paludrine only than in 
the others. Gametocytes in the blood were numerous 
in the relapses (which were treated with paludrine 300 mg. 
twice daily for 10 days), but mosquitoes which fed on 
these patients did not become infected. 

The authors discuss the relative merits and drawbacks 
of paludrine, mepacrine, and quinine; they recommend 
for prophylaxis that non-immune persons visiting West 
Africa or living there should take at least 100 mg. of 
paludrine daily, while semi-immune persons should take 
a weekly dose of 300 mg. For the treatment of West 
African subtertian malaria they recommend a course of 
paludrine, 300 mg. twice daily for 10 days, with mepa- 
crine, 300 mg. three times on the first day of treatment, 
and that this course should be followed by taking 100 mg. 
of paludrine daily for 6 weeks, with which one would 
expect “ rapid termination of the clinical attack, a high 
radical cure rate, sterilization of gametocytes, and 
minimum risk of injurious side-effects ”’. 

J. F. Corson 


2080. Intravenous “‘ Paludrine ’’ (Proguanil) 

R. N. CHAupHURI and H. CHAKRAVARTI. British 
Medical Journal (Brit. med. J.] 1, 91-93, Jan. 15, 1949. 
1 fig. 


“ Paludrine acetate (soluble proguanil) was given 
intravenously to 11 Indian patients who were admitted to 
the hospitals of the Calcutta School of Tropical Medicine 
and the Calcutta Medical College on various dates 
between the middle of April and the end of October, 1947, 
All were suffering from attacks of malaria, 8 being 
infected with Plasmodium falciparum, 2 with P. vivax, 
and one with both parasites; 4 of the patients were in 
a grave condition. Short notes of the cases and the 
temperature chart of Case 1 are given [the notes and the 
chart of this case differ in some particulars]. 

After a trial of initial intravenous doses of 25 and 50 mg. 
of paludrine in the first 2 cases the dose was increased 
progressively and in 3 of the later cases a dose of 400 mg. 
was given. The initial dose of paludrine was followed 
in some cases by further intravenous therapy, the total 
dose ranging from 200 to 600 mg., and in 4 cases by oral 


administration of the drug. The temperature fell to. 


normal and trophozoites disappeared from the blood 
within 2 or 3 days in most cases. The injections did not 
cause a fall in blood pressure and no disturbing side- 
effects were produced. The authors state in a footnote 
that they have since given paludrine lactate intra- 
muscularly with satisfactory results. J. F. Corson 


2081. Inhibition of the Antimalarial Activity of Chlor- 
guanide by Pteroylglutamic Acid 

J. GREENBERG. Proceedings of the Society for Experi- 
mental Biology and Medicine [Proc. Soc. exp. Biol., 
N.Y.] 71, 306-308, June, 1949. 10 refs. 


See also Section Hygiene and Public Health, Abstract 
1617. 
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2082. Bilharzial Disease of the Bladder as Determined at 
Autopsy, with Particular Reference to its Diagnosis by 
Mucosal Snips 

M. GELFAND. American Journal of Tropical Medicine 
[Amer. J. trop. Med.] 28, 563-566, July, 1948. 9 refs. 


Schistosomal disease of the urinary bladder may 
produce tubercles, sandy patches, or papillomata. The 
tubercles vary in number and size (0-5 to 2-0 mm.), are 
whitish or almost translucent, and occur mostly on the 
fundus. Sandy patches result from coalescence of 
tubercles; they feel rough, vary in colour (although 
usually greyish yellow or reddish brown) and enormously 
in size and shape, and their surface frequently ulcerates. 
Papillomata occur in about 8% of schistosomal bladders; 
they are reddish, sessile or pedunculated, warty growths 
and, while varying widely in number from patient to 
patient, are usually few. It is important to note, how- 
ever, that in bladders which appear normal to the naked 
eye at necropsy, ova of Schistosoma haematobium are 
frequently found on digestion; of 50 bladders which 
yielded ova on digestion of the whole viscus, 16 were 
normal to the naked eye. It is suggested that in 
suspected urinary schistosomiasis where the bladder 
appears normal on cystoscopic examination, a snip of the 
mucosa should be taken for examination for the presence 
of ova; the material may be digested in 10% caustic 
potash at 60° C. for 10 hours, the digested material then 
centrifuged, and the sediment examined for ova. A 
similar procedure may be used in the diagnosis of rectal 
schistosomiasis. F. Murgatroyd 


2083. Treatment of Six Cases of Ascariasis in Man with 
1-Diethylcarbamyl-4-methylpiperazine Hydrochloride 

J. OLIVER-GONZALEZ, D. SANTIAGO-STEVENSON, and R. I. 
Hewitt. Southern Medical Journal [Sth. med. J.| 42, 
65-66, Jan., 1949. 5 refs. 


The effect of 1-diethylcarbamyl-4-methylpiperazine 
hydrochloride (“* hetrazan *’), a new filaricide, was tested 
in Ascaris lumbricoides infection. Six patients were 
treated with three oral doses of 2 mg. per kg. during one 
period of 24 hours, and one patient was similarly re- 
treated after 10 days. One hour after the last dose a 
saline purgative was given, and all stools collected during 
the subsequent 3 days were washed and examined for 
adult worms. Both before and after treatment the 
number of eggs in the stools was assessed by a modi- 
fication of the Stoll technique. All the patients passed 
active worms, and in 3 cases the stools became negative 
for ova; in the remaining 3 cases the counts were 
reduced by 83-4, 91-3, and 99-4% respectively. 

It is concluded that, in spite of the limited number of 
cases treated with hetrazan, the introduction of a 
substance with a new chemical structure and possessing 
ascaricidal [? vermifugal] properties is of interest. 
The drug is non-toxic when administered in this dosage, 
but single doses of 8 to 10 mg. per kg. produce severe 
malaise, vasoconstriction, and nausea. It is not known 
whether three doses are required to remove the worms. 

O. D. Standen 
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2084. Studies on the Metabolism of the Filarial Worm, 
Litomosoides carinii 

E. BuEDING. Journal of Experimental Medicine [J. exp. 
Med.] 89, 107-130, Jan., 1949. 2 figs., 46 refs. 


The metabolism of Litomosoides carinii was investi- 
gated.» The filaria is morphologically similar to 
Wuchereria bancrofti and W. malayi, the human forms 
of which were not available for study. The organisms 
- were removed from the pleural cavity of infested cotton- 
rats, washed, and suspended in “* basal filarial medium ”’ 
consisting of 0-137 M sodium chloride; 0-0027 M potas- 
sium chloride; 0-0003 M calcium chloride; 0-001 M 
magnesium chloride; 0-06 M sodium phosphate buffer, 
PH 7°6; 15 to 25 mg. of worms was placed in 0-8 ml. 
of medium in Warburg respirometer vessels of total 
volume 4 to 5 ml. 

Motility was lost in the absence of oxygen and glucose, 
QO, (ml. of oxygen taken up by | g. wet filariae in one 
hour) averaging 0-44 without glucose and 0-94 with 
glucose. Anaerobically without glucose, the poly- 
saccharide content of the worms decreased and lactic 
acid was formed; with glucose, 80% of the total carbo- 
hydrate was converted to lactic, and the rest to acetic, 
acid. Aerobically without glucose, the polysaccharide 
content decreased and lactic acid was formed; with 
glucose 30 to 40% was converted to lactic acid, 25 to 
36% to acetic acid, and 10 to 20% to a polysaccharide 
of which a part was glycogen. Fructose and mannose 
also stimulated the oxygen uptake. Anaerobically 
pyruvate was converted into lactic and acetic acids 
according to the reaction 2 CH;CO.COOH+H,0= 
(CH,CHOH.COOH + CH,;COOH + CO,. =Aerobically 
acetate formation exceeded lactate formation; 10 to 40% 
pyruvate was not accounted for by the formation of 
acetic and lactic acids. No other acids could be detected. 

Respiration was inhibited by cyanide (2 10-*, M). 
Fluoroacetate (1x10-* M) inhibited the oxidative 
metabolism of pyruvate, which did not produce acetate; 
higher concentrations also reduced the oxidation of 
pyruvate to acetate. p-Chloromercuric benzoate 
decreased both glycolysis and respiration. This effect 
was not reversed by excess of SH groups. Cyanine dyes, 
which are chemotherapeutically active against cotton-rat 
filariasis, inhibited the oxygen uptake of the worms in 
low concentration (6:5 10-* M). Relatively high con- 
centrations of these dyes had no effect on the activity of 
cytochrome C or cytochrome oxidase. Neither of these 
enzymes was found in the filariae and the conclusion is 
drawn that the dyes inhibit an oxidative system present 
in the filariae but absent or of little importance in 
mammalian tissues. 

[Those interested in comparative biochemistry should 
read the original. The author suggests that the meta- 
bolism of L. carinii should serve as a model for developing 
chemotherapeutic agents for human filariasis. It should 
of course be borne in mind that morphological similarity 
does not imply identical metabolic processes although 
the metabolism of different species of mammalian 
trypanosomes correspond to some extent to their natural 
classification (von Brand and Johnson, J. cell. comp. 
Physiol., 1947, 29, No. 1).] J. A. Lock 


2085. Chemoprophylaxis of Experimental Filariasis in 
the Cotton-rat 
W. E. KersHAw, J. WILLIAMSON, and D. S. Bertram. 


British Medical Journal [Brit. med. J.] 1, 130-132, Jan, 


22, 1949. 15 refs. 


Individual cotton-rats were exposed to the bites of 
about 20 very heavily. infected mites each containing 20 
to 67 filarial worms (Litomosoides carinii), the mites 
having been examined to ensure that they had gorged 
freely. Providing these precautions were taken, the 
blood of 95% of the animals exposed to infection con- 
tained microfilariae 50 days afterwards. The authors 
were therefore able to test the prophylactic action of 
drugs with the knowledge that adequate inoculations of 
worms had been given. Forty animals were employed 
in the experiments; 10 of them were infected but left 
untreated and used as controls. ‘* Antrypol ”’ (suramin) 
in single subcutaneous doses of 250 or 500 mg. per kg. 
body weight had no prophylactic action when given 
4 days or longer before the rats were exposed to the mites. 
Stilbamidine in doses of 25 or 50 mg. per kg. had no 
action when given 2 days before exposure. p-Melaminyl- 
phenyl stibonate (“* MSb”’) in doses of 250 to 500 or 
1,000 mg. per kg. gave complete protection when given 
as long as 21 days before exposure to the mites. MSb is 
retained for long periods by the tissues, and also gives 
prolonged protection against trypanosome infections in 
mice (Friedheim et al., J. Amer. chem. Soc., 1947, 69, 
565). L. G. Goodwin 


2086. The Use of a Phenyl Arsenoxide in the Treatment 
of Wuchereria bancrofti Infection 

N. D. THETFoRD, G. F. Orro, H. W. Brown, and T. H. 
MAREN. American Journal of Tropical Medicine [Amer. 
J. trop. Med. 28, 577-583, July, 1948. 13 refs. 


The authors treated 7 patients injected with micro- 
filariae of Wuchereria bancrofti with arsenamide ” 
(p - [bis - (carboxy - methylmercapte) - arsino] - benza - 
mide), 1 mg. per kg. body weight being given intra- 
venously daily for 15 days; 2 other infected patients 
were treated with “‘ mapharsen ”’ (oxophenarsine hydro- 
chloride), one with 10 daily doses of 0-06 g. and the other 
with a total dose of 1 g. by continuous intravenous drip 
over 5 days. 

Of the first 7 patients treated, 3 showed symptoms 
of arsenical poisoning, as did the second of the other 
2 patients, while 5 patients developed signs, probably 
related to death.or injury of the worms, which included 
febrile and local inflammatory reactions, and eosinophilia 
reaching a peak in the second week and falling to normal 
about the end of the fourth week. The microfilarial 
counts were reduced by the 10th to 12th day of treatment, 
and the embryos had practically disappeared on com- 
pletion of the course. There was no return of embryos 
in a number of the patients who .were observed 
over a period of from 12 to 17 months. 

F. Murgatroyd 


See also Section Hygiene and Public Health, Abstract 
1618. 
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OTHER INFECTIOUS DISEASES 
The Differential Diagnosis of Rheumatic Fever and 


2087. 
Infections of the Central Nervous System 
H. D. BRAINERD and M. SoxoLow. Journal of Pediatrics 


[J. Pediat.] 34, 204-212, Feb., 1949. 11 refs. 


The authors draw attention to the occurrence, in some 
cases of rheumatic fever, of (1) neck stiffness, a positive 
Kernig’s sign, and muscle spasm, leading to the erroneous 
diagnosis of an infection of the central nervous system; 
and (2) of refusal to move a limb, on account of painful 
arthritis, leading to a mistaken diagnosis of poliomyelitis. 
They also mention the occasional confusion of rheumatic 
fever with meningococcal infections, and emphasize the 
importance of a search for petechial haemorrhages and 
for the characteristic rash in meningococcal septicaemia, 
and of making a blood culturein cases of doubt. The 
authors describe 8 illustrative cases. 

R. S. Illingworth 


2088. Bacteriologic and Immunologic Studies on Patients 
with Hemolytic Streptococcic Infections as Related to 
Rheumatic Fever 

S. ROTHBARD, R. F. WATsoN, H. F. Swirt, and A. T. 
Witson. Archives of Internal Medicine [Arch. intern. 
Med.] 82, 229-250, Sept., 1949. 4 figs., 50 refs. 


The authors studied 153 patients in whom 169 acute 
haemolytic streptococcal infections of the upper respira- 
tory tract occurred; rheumatic fever developed in 38 of 
them (in 21 cases as a primary infection and in 17 cases 
in previously rheumatic subjects). Variations in anti- 
streptolysin O, antifibrinolysin, and type-specific bacterio- 
static antibody titres, as well as in the level of precipitins 
for the type-specific M substance, the group-specific C 
substance, the C-reactive protein, and the nucleoprotein 
of haemolytic streptococci, were studied at frequent 
intervals in 71 of the patients. Significant rises in anti- 
streptolysin O titre occurred in 77%, in antifibrinolysin 
titre in 73%, in bacteriostatic antibody titre in 76%, in 
anti-M precipitin level in 64%, and in C-reactive protein 
content in 71%: and antistreptolysin O, antifibrinolysin, 
and type-specific antibody titres rose more frequently 
in patients with rheumatic fever than in those who had 
purulent complications or who made uneventful 
recoveries. Nevertheless, there is at present no single 
pattern of antibody response which can be used in 
the diagnosis of rheumatic fever. R. Hare 


2089. Studies on the Relation of the Hemolytic Strepto- 
coccus to Rheumatic Fever. I. Review of Serologic 
Literature 

T. N. Harris. American Journal of Disease of Chil- 


dren [Amer. J. Dis. Child.] 76, 411-422, Oct., 1948. 
44 refs. 


2090. Trials of a Retard-salicylate in Rheumatism. 
(Essais d’un salicylate-retard dans les rhumatismes) 

M. FeROND. Acta Physiotherapica et Rheumatologica 
Belgica [Acta physiother. rheum. belg.] 4, 138-139, 
March-April, 1949. 


2091. Studies on 132 Cases of Erythema Nodosum. 


_ (Untersuchungen an 132 Fallen von Erythema nodosum) 


W. BLocu and R. Dermatologica |Dermato- 
logica, Basel| 97, Suppl., 11-23, 1948. 19 refs. 


Of 132 cases of erythema nodosum investigated in 
Basle, 32% were definitely and a further 15% probably 
tuberculous. The skin eruption was similar in the 
tuberculous and the non-tuberculous cases. Erythema 
nodosum under the age of 20 was more commonly 
associated with tuberculosis; relapsing erythema 
nodosum, however, was much more frequent in non- 
tuberculous patients. It is thought that the unvarying 
form of this condition, independent of the “* primary ” 
factor (tuberculosis, other infections, toxins, drugs), is 
a point in favour of Miescher’s theory that any of the 
different factors activate an infectious process causing 
the erythema. Owing to the large incidence of tuber- 
culosis either with or following this condition, regular 
examinations over long periods are advised. 

[Of the 132 patients only 107 were re-examined, and 
of these 41 were seen less than 5 years after the erythema; 
thus the incidence of tuberculosis in this series might be 
higher than suggested.] G. W. Csonka 


2092. An Epidemic of Infectious Lymphocytosis with 
Diarrhea 

M. G. PETERMAN, J. D. KaAster, E. A. GECHT, and G. L. 
LemsertT. Pediatrics [Pediatrics] 3, 214-221, Feb., 1949. 
15 refs. 


Infectious lymphocytosis is characterized by the 
elevation of the lymphocyte count to leukaemic levels 
without clinical manifestation in a large number of cases. 
Sometimes, however, it is accompanied by malaise, fever, 
and abdominal pain, or even symptoms of meningeal 
irritation with mild pleocytosis in the cerebrospinal fluid. 
In the epidemic described the first case was discovered by 
a routine blood count in a 24-year-old boy who was an 
inmate of a children’s home. Ten days later, he deve- 
loped diarrhoea which lasted for 6 weeks and was very 
refractory to treatment. The peak leucocyte count was 
115,600 per c.mm. with 81% lymphocytes. Twenty- 
eight children were subsequently affected, all from the 
same home with the exception of 2 children who con- 
tracted the disease in hospital. Diarrhoea was present 
in 16 of the 28 cases, and lasted for from 2 to 19 days. 
In one case blood, pus, and mucus were present in the 
stools, and in one case Salmonella group C organisms 
were isolated. [It is not clear whether both these findings 
were in the same case.] Minimal cervical lymph node 
enlargement was found in 10 and generalized lymph node 
enlargement in 4 patients. Other occasional symptoms 
were abdominal pain, earache, nasal discharge, and 
epistaxis, and the spleen and liver were sometimes 
palpable. Mild pyrexia occurred in 4 patients. The 
leucocyte count ranged from 18,900 to 147,000 per c.mm. 
with from 64 to 94% of lymphocytes. The cerebrospinal 
fluid was normal in 5 children. The incubation period 
was thought to be 2 to 3 weeks. 


J. Vernon Braithwaite 
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2093. A Critical Review of the Basic Facts in the History 
of Cinchona 

J. JARAMILLO-ARANGO. Journal of the Linnean Society 
of London (Botany) [J. linn. Soc. (Bot.)| 53, 272-309, 
1949. 14 figs., bibliography. 


Cinchona is one of the greatest gifts which the New 
World has made to the Old. The significance of its 
introduction into medicine lies in the fact that it was the 
first specific to enter the pharmacopoeia, and its use 
influenced the rise of modern chemotherapy, the formula 
of quinine being the prototype for those of the modern 
synthetic antimalarials. 

In spite of some assertions to the contrary malaria was 
known to the Indians of pre-Columbian America and is 
referred to in the early chronicles of the conquistadores 
and missionaries. According to Arrot, Jussieu, and La 
Condamine, certain tribes, especially in the neighbour- 
hood of Loxa, were familiar with cinchona and its 
properties. The legend which attributes its introduction 
into Europe to the Countess of Chinchon—in whose 
honour Linnaeus named the tree—has now been exploded 
(by Rompel, Paz-Soldan, and Haggis). A. de la 
Calancha, a contemporary witness, states that by 1633 
the bark had produced “ miraculous results in Lima ”’, 
but there is no evidence to support the claim of Rolleston, 
Ramsbottom, and others that it was brought to Europe by 
Cobo in 1632. It did, however, reach Spain between 
1630 and 1635 and its first recorded European use was at 
Alcala de Henares in 1639. From 1647 onwards con- 
signments arrived regularly in Europe. Confusion and 
controversy about its value arose from the fact that the 
name “ quina-quina’’ was the Quichua name for the 
Peruvian balsam tree (Myroxylon peruiferum), the bark 
of which was often sold in Europe as the true “ fever 
bark”; influenced by European usage the natives later 
transferred this name to the cinchona tree. 

The earliest printed reference to cinchona is not, as is 
commonly believed, in Pedro Barba’s Vera Praxis (1642). 
This work has no mention of the bark and Barba was 
apparently unaware of its existence. Haggis and Taylor, 
following Rompel, identified with cinchona the pulvis 
indicus mentioned in Van der Heyden’s Discours .. . 
sur les flus de ventre douloureux (Ghent, 1643). A 
contemporary pharmacopoeia of Ghent gives the 
ingredients of this drug, and cinchona is not among them. 
Undoubtedly the first document in its European history is 
the Schedula Romana, a leaflet giving instructions for its 
use, first printed in 1649, and written by Fr. Puccerini, 
Apothecary of the Pharmacy of the Collegio Romano. 
Chifflet’s attack on the bark appeared in 1653 and Fabri’s 
defence of it in 1655. In England, John Metford of 
Northampton used the bark successfully in 1656 [see his 
case book in the British Museum]; the first known 
advertisement appeared in 1658 in the news-sheet 
Mercurius Politicus. Willis (1660) and Sydenham (1676) 


wrote of it, and its first appearance in any official pharma- 
copoeia was in the Pharmacopoeia Londinensis of 1677, 
The first illustration of the tree was published by Bar- 
tholinus in 1661, the second by John Jonston in 1662, 
Linnaeus established the botanical classification of 
cinchona in 1742 from drawings made by La Condamine ; 
in 1764 he amended and supplemented his classification 
with the aid of drawings and information sent to him from 
Bogota by Mutis. F. N. L. Poynter 


2094. The Beginning of Medical Teaching at Bologna, 
(1 primordi dell’insegnamento medico a Bologna) 

V. Busaccui. Rivista di Storia delle’ Scienze Mediche e 
Naturali (Riv. Stor. Sci. med. nat.| 39, 128-144, July- 
Dec., 1948. 32 refs. 


The University of Bologna emerged as a corporate 
body towards the end of the thirteenth century from 
groups of students who had, from the beginning of the 
eleventh century, if not earlier, gathered there to study 
under teachers whom they themselves employed and paid. 
There is no documentary evidence of a regular medical 
faculty before 1268, but for two centuries before that 
date there are named in the archives medical teachers 
and students who probably studied independently in small 
private groups. They were subject to the rules of the 
University, in which law was the chief subject of study, 
and their attempts to establish an independent studium 
were long opposed by the superior body. According to 
Sarti, Malagola, and others, the appointment of a Rector 
of Physic in 1268 indicates the establishment of an 
independent medical school. Further documentary 
evidence supports their view. The Commune of Bologna 
set apart a certain quarter of the city for the medical 
students, and allowed them all the rights and privileges 
by which that enlightened body had encouraged the 
University from its earliest days. 

The fame of the medical school at Bologna during the 
following two centuries was enhanced by the work of its 
celebrated teachers. Taddeo Alderotti taught there from 
1260 until his death. His commentaries on Hippocrates 
and Galen are extant, but his greatest contribution was 
his introduction of the case history as a mode of clinical 
teaching, as exemplified in his own Consilia. 

Anatomy flourished as the organization of medical 
teaching developed. The first legal necropsy was per- 
formed at Bologna in 1265, and there has survived the 
full report of a celebrated case in 1302. Mondino dei 
Luzzi, author of the only medieval textbook of anatomy, 
lectured publicly from 1314 to 1324, and we have the 
evidence of his pupil Guy de Chauliac that he performed 
a great number of dissections. There was no hostility 
in Bologna, and students were allowed to dissect in 
private houses. It was here that anatomy became firmly 
established as an independent part of the study of 
medicine, and the results were soon apparent in the 
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great advance of surgery. Teodorico da Lucca, whose 
father, Ugo, had himself taught at Bologna and acted 
as a surgeon in the Crusades, opposed the conception 
of allowing wounds to heal ** by second intention ’’ and 
introduced an anaesthetic sponge. Guglielmo da 
Saliceto was the author of a popular work on surgery 
and the master of Henri de Mondeville and Lanfranco 
da Milano. These two carried the new anatomical and 
surgical knowledge to France, and the latter was the 
master of Guy de Chauliac, the greatest surgeon of the 
fourteenth century. F. N. L. Poynter 


2095. The Concept of Melancholia in the Sixteenth 
Century. (Il concetto di melancholia nel cinquecento) 
G. TANFANI. Rivista di Storia delle Scienze Mediche e 
Naturali (Riv. Stor. Sci. med. nat.| 39, 145-168, July— 
Dec., 1948. 


In antiquity and in the Middle Ages the concept of 
melancholia embraced all forms of mental disease. Its 
aetiology, derived from the humoral theory, was always 
associated with an excess of black or yellow bile (choler 
or melancholy) in some organ (such as liver, stomach, 
or uterus), whence it found its way into the blood and was 
so conveyed to the brain. 

Leading medical writers of the sixteenth century 
showed great interest in the subject, and, after investi- 
gating its complications and dangers in numerous clinical 
observations and studying new methods of treatment, 
they came to consider it as an independent clinical entity 
of which the chief symptoms were fear and depression. 
Giovanni Battista da Monte (1498-1551) thought that 
it originated in the toxic effects of altered secretions of 
the liver and spleen, and prescribed purging, clysters, and 
baths. Gerolamo Mercuriale (1550-1606) differentiated 
melancholia from hypochondria and considered that it 
could easily be cured by diet and exercise. Prospero 
Alpino (1553-1616) gave detailed personal descriptions 
of the symptoms and insisted on the cerebral seat of the 
disease; he attached great importance to hydrotherapy. 
Gerolamo Fracastoro (1478-1553) discussed it only 
incidentally, but he gave a good description of the 
condition and stressed the danger of suicidal tendencies. 
Vittorio Trincavelli (1479-1568) saw it as a pathological 
and clinical entity, emphasized the importance of diet in 
aetiology and in therapy, and recommended baths. 
Gerolamo Capivacca (d.1589) discussed its cause and its 
affinity with mania and outlined the early symptoms. 
Felix Plater (1536-1614) was the first to attempt a classi- 
fication of mental diseases. He prescribed sympathetic 
treatment, persuasion, affection, and physiotherapy, with 
trepanation in severe cases. Jean Fernel (1486-1558) 
describes the various forms; he suggests that it originates 
in the suppression of normal evacuations, and prescribes 
purging and bleeding, particularly in the left side (spleen). 
Petrus Forestus (1522-1597) stresses the differential 
diagnosis of melancholia and frenzy, and notes personal 
observations showing the influence of heredity, age, 
and sex. F. N. L. Poynter 


2096. Medicine and the Problem of Moral Responsibility 
O. TeMKIN. Bulletin of the History of Medicine (Bull. 
Hist. Med.] 23, 1-20, Jan.—Feb., 1949. 38 refs. 


2097. An Outline of a History of Ideas in Neurology 
W. Riese. Bulletin of the History of Medicine (Bull. Hist. 
Med.) 23, 111-136, March-April, 1949. 2 figs., 54 refs. 


2098. The History of the Royal Faculty of Physicians 
and Surgeons 

A. L. GOoDALL. Glasgow Medical Journal [Glasg. med. 
J.) 30, 89-100, March, 1949. 3 figs., 3 refs. 


2099. Early Anaesthesia 
H. H. P. Moser. Anaesthesia [Anaesthesia] 4, 70-75, 
April, 1949. Bibliography. 


2100. Venereal Disease in the Bible 
R. R. Wittcox. British Journal of Venereal Diseases 
[Brit. J. vener. Dis.] 25, 28-33, March, 1949. 6 refs. 


2101. The Causes of Disease in the Sixteenth Century 
Army 

D. Stewart. Journal of the Royal Army Medical Corps 
[J. R. Army med. Cps] 92, 35-41, Jan., 1949. 


2102. Thoughts on Medical History and Libraries— 
1847 and 1947 

S. V. Larkey. Bulletin of the New York Academy of 
Medicine [Bull. N.Y. Acad. Med.] 25, 65-83, Feb., 1949. 
13 refs. 


2103. The Jackson Lecture. The Historical Back- 
ground of Medicine 

H. McLELLAND. Medical Journal of Australia [Med. J. 
Aust.) 1, 333-341, March 12, 1949. 9 refs. 


2104. Dublin Surgery 100 Years Ago 
W. Doouin. Irish Journal of Medical Science [Irish J. 
med. Sci.] 6, 97-111, March, 1949. 39 refs. 


2105. How the Problem of Medicine of Infancy was 
Regarded 200 Years Ago. (Comment on envisageait le 
probléme de la médecine infantile il ya deux cents ans) 
H. Lams. Scalpel [Scalpel, Brux.| 102, 115-122, Feb. 5, 
1949. 13 refs. 


2106. A Contribution to the Historical Record of 
Monstrous Births 

J. F. D. SHrewspury. Journal of Obstetrics and Gynae- 
cology of the British Empire [J. Obstet. Gynaec. Brit. 
Emp.) 56, 67-85, Feb., 1949. 19 figs., 60 refs. 


2107. Data on the History of Russian Psychiatry. II. 
Sources of Scientific Psychiatry in Russia. (Matepuanst 
K MCTOPHH pyccpoH Coo6wexue II. 
mcuxuaTpuu B Poccun) 

A. O. Epetstein. Hesponatonorua u Ilcuxuatpua 
[Nevropat. Psikhiat.] 18, No. 1, 21-25, Jan.—Feb., 1949. 
14 refs. 


2108. A History of Psychiatric Nursing in the Nineteenth 
Century. Part I 

E. H. SANTos and E. STAINBROOK. Journal of the History 
of Medicine and Allied Sciences [J. Hist. Med.| 4, 48-60, 
Winter, 1949. 10 refs. 
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2109. Agitation for Public Health Reform in the 1870’s 
H. D. Kramer. Journal of the History of Medicine and 
Allied Sciences |J. Hist. Med.) 4, 75-89, Winter, 1949. 


2110. History of Dermatology, 1847 to 1947 

O.S. Ormssy. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 59, 374-395, April, 1949. 
20 refs. 


2111. Scurvy at Fort Atkinson, 1819-1820 

W. J. Rears. Bulletin of the History of Medicine [Bull. 
Hist. Med.] 23, 137-154, March-April, 1949. 3 figs., 
33 refs. 


2112. A Physiological and Pharmacological Appreciation 
of Hamlet, Act 1, Scene 5, Lines 59-73 

D. I. Macut. Bulletin of the History of Medicine 
[Bull. Hist. Med.] 23, 186-194, ciarantilaas 1949, 
12 refs. 


2113. Disposal of the Sick and Wounded of the English 
Army During the Sixteenth Century 

D. Stewart. Journal of the Royal Army Medical Corps 
[J. R. Army med. Cps] 92, 130-138, March, 1949. 


MEDICAL BIOGRAPHY 


2114. Cristoforo Matteo Lusardi, of Parma, Ophthalmo- 
logist in Belgium in the First Half of the Nineteenth 
Century. (Cristoforo Matteo Lusardi, di Parma, 
medico oculista nel Belgio, nella prima meta del secolo 
XIX) 

M. BatrisTINI. Rivista di Storia delle Scienze Mediche e 
Naturali [Riv. Stor. Sci. med. nat.) 39, 169-188, July- 
Dec., 1948. Bibliography. 


Cristoforo Matteo Lusardi, born at Castaleto di 
Campione, in the province of Parma, on Feb. 24, 1778, 
studied medicine at Pavia, where he became the friend 
and pupil of Antonio Scarpa. To him he dedicated his 
doctoral thesis on cataract (Duisburg, 1811)—a fact 
which Scarpa acknowledged in a letter which shows his 
good opinion of Lusardi’s ability and skill. From 1802, 
when he left Italy, Lusardi lived as a wandering oculist, 
so that many more orthodox practitioners looked upon 
him as a charlatan. His skill in operating for cataract 
was unquestioned, his experience extremely wide and 
varied; he claimed to have performed over 10,000 
successful operations, many of them on the poor without 
fee. He established a pied a terre for his wife and family 
at Lille, but his journeys over 40 years took him into 
practically every part of Europe, and repeatedly into 
Belgium, where he was well known in all the large towns 
and cities. The newspapers announced his arrivals and 
publicized his cures, and this “* advertisement ’’, com- 
bined with his frank criticism of some of the methods 
employed by Belgian practitioners, made him many 
enemies in the faculty there. His degrees (M.D. Duis- 
burg, M.D. Montpellier) and his appointment as oculist 
to H.R.H. the Duchess of Parma were called into ques- 
tion in the unfounded attacks on his reputation, but there 
can be no doubt of their authenticity. Among his many 


published works on ophthalmology there is a translation 
of Turnbull’s book on cataract (1844). His son Victor 
took up his father’s profession and was the author of a 
work on artificial pupil (Montpellier, 1831). 

F. N. L. Poynter 


2115. John and William Hunter and Some Contem- 
poraries in Literature and Art 

J. M. OPPENHEIMER. Bulletin of the History of Medicine 
[Bull. Hist. Med.) 23, 21-47, Jan.—Feb., 1949. Biblio- 
graphy. 


2116. John Hunter the Observer 
H. S. Souttar. British Medical Journal (Brit. med. 
1, 379-383, March 5, 1949. 


2117. Benjamin Bynoe, Surgeon of H.M.S. Beagle 
J. J. Keevit. Journal of the History of Medicine and 


Allied Sciences [J. Hist. Med.] 4, 90-111, Winter, 1949. 
46 refs. 


2118. Sir Everard Home 
D. C. L. Firzwitiiams. Medical World [Med. World, 
Lond.} 70, 280-286, April 22, 1949. 


2119. Elisha Bartlett, American Clinician 
S.O. Sarin. New York State Journal of Medicine [N.Y. 
St. J. Med.) 49, 935-938, April 15, 1949. 4 refs. 


2120. Edward Jenner: the Man and His Work 
E. A. UNDERWOOD. British Medical Journal [Brit. med. 
J.] 1, 882-884, May 21, 1949. 3 figs. 


2121. The Life and Achievements of Joseph Thomas 
Clover. The Joseph Clover Lecture Delivered at the 
Royal College of Surgeons 

A. D. Marston. Annals of the Royal College of 


Surgeons of England [Ann. R. Coll. Surg. Eng. 4, 267- | 


280, May, 1949. 8 figs., 6 refs. 


2122. Master Surgeons in Urology—William Cheselden 
(1688-1752) 

R. H. O. B. Rosinson. British Journal of Urology 
[Brit. J. Urol.] 21, 47-50, March, 1949. 


2123. James Lind, M.D. Eighteenth Century Naval 
Medical Hygienist. II. Biographical Notes with an 
Appreciation of the Naval Background 

J. Grass. Journal of the Royal Naval Medical Service 
[J. R. nav. med. Serv.| 35, 68-86, April, 1949. 21 refs. 


2124. James Arnott, M.D. (Aberdeen) 1797-1883. A 
Pioneer in Refrigeration Analgesia 

H. M. Birp.. Anaesthesia [Anaesthesia] 4, 10-17, Jan., 
1949. 3 figs., 32 refs. 


2125. Sir William Knighton, Bart. 1776-1836 
H. WiLuiams. Proceedings of the Royal Society of 
Medicine [Proc. R. Soc. Med.] 42, 107-114, Feb., 1949. 


2126. Karel Pawlik and his Times. (Karel Pawlik a 
jeho doba) 


K. Kaus. Casopis Lékatti Ceskych (Cas. lék. ées.] 88, 


279-286, March 18, 1949. 1 fig. 
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